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Pe3romera Ha npeacraBeHuTe MyOJIUKAIMH

HA 0BJTapCKU U AHTJIMHCKH €3UK

I. JUCEPTAIIMOHEH TPY [ 3A OHC ,,/JOKTOP”

a. /lucepramus u aBropedepar 3a OHC ,,[lokTop”

Ne | T'onuna Iy6oaukanus

1. | 2016 Hckpos I'. KomiuiekceHn NOCTMapKETUHT aHAJIN3 HA JIEKapCTBA CUpaLU.
Huceptanuonen Tpyx 3a npunoouane Ha OHC ,,Jloktop”. Meaunuacku
yHuBepcuteT — IInosaus, 2016.

2. | 2016 HUckpos I'. KoMmmiekceH NOCTMapKETUHT aHAJIU3 Ha JIEKapCTBA CUPALIH.
ABTopedepat Ha IucepTalMOHeH TpyA 3a npuaoousane Ha OHC
»LOKTOp”. MenuuuHcku yauBepcutet — [InoBaus, 2016.

KoMiuiekceH MOCTMAPKETHHT AaHAJIM3 HA JIEKAPCTBA CUPaNU

HGHTa Ha AUCCPTAlMOHHHA TPyd € Cb3JaBaHC Ha MOJCI 3a OLCHKAa M B3€MAaHC Ha
pellleHre 3a 3aruianjaHe ¢ MyOJWYHM CpelcTBa Ha JieKapcTBa cupauud B bbirapus,
OCHOBaH Ha MHOTOKPUTEpPUEH aHAIIU3.

[IpoyuBaneTo 3a u300p Ha KpUTEPUU 3a OLEHKA MO3BOJIM OMNpEIEIsIHE HA TPU OCHOBHU
KaTerOpuu KPUTEPUU — KPUTEPUHU, OIKCBAILM 3APaBHUTE pPE3YIATAaTH, KPUTEPUHU,
OMKCBAIM  XapaKTEPUCTHUKUTE Ha  3a00yABaHETO, U  KPUTEPHUM, OIMHUCBAIIH
0O0IIeCTBEHO3IpaBHUTE aCMeKTU. B paMKuTe Ha mbpBaTa KaTeropus € ycTaHOBEHAa BUCOKA
S3HAYUMOCT Ha KPpUTCPUUTEC 3APaBHU IIOJI3HU, KIIMHUYHA e(i)eKTI/IBHOCT 1 XKUBOTOCIIaCsBaII]
xapakrep. Te3um mokaszarenn Ou cieaBaio Ja OBJAT BOACIIM IPH OICHKATa Ha
nekapcTBara cupanu B beiarapus. V3BeneHara BUcOka MHAMBUIYyalHa TEKECT Ha JBaTa
KpUTEpHUS, ONUCBAIIM XapaKTEPUCTUKUTE Ha 3a00JsIBAHETO — KIMHUYHA U COLMAIHO-
MKOHOMHUYECKA TEKECT — MOKa3Ba SICHO, Y€ MPOLIEChT HA OLIEHKA Ha JIeKapCcTBa cUpaly Ou
Tpﬂ6BaH0 Ja 6’bI[C IIOCTaB€H B KOHTCKCTAa Ha MCAUIIMHCKUTEC CHGHH(pHKH Ha PCAKUTC
3a0onsaBaHudA. B paMkuTe Ha Tperara KaTeropus KpuTepuu € AepuHUpaHa 3HAUUTETHA
TEXECT Ha KPUTEpHs 3a HAyYHM JoKa3aTescTBa. To3u KpuTepuil O cienBajio Ja CiIyXKu
3a ISUIOCTHA apryMEeHTalMs [PU Ipolieca Ha OIIEHKa Ha JIEeKapCcTBaTa CUpaly.
CLSI[EI,Z[GHI/ISIT MOAECJI 3a OLICHKa 6I/I OINTUMU3UPAIT TPAKTUYCCKOTO UMIINICMCHTUPAHC Ha
Hapen6a Ne 9 ot 1 nexemBpu 2015 r. 3a ycnoBusiTa 1 pefia 3a U3BbPIIBaHE HA OLICHKA Ha
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3/[paBHUTE TEXHOJOTUU. MHCTpYyMEHTHT OM MOTBJ J1a Oblie TUPEKTHO MPHIOXKEH INPU
OlLICHABAaHE Ha JOKJIAJUTE 3a OLIEHKa Ha 3ApaBHU TEXHOJOTMHM 3a pPEIKU OOJIEeCTH,
npeJiaraiki sicHa ¥ Mpo3payHa METOJIOJIOTMYHA paMKa 3a B3€MaHe Ha pelleHHe 3a

3aruiala”e ¢ myOJIMYHU CPEe/ICTBA.

Comprehensive postmarketing analysis of orphan drugs

The aim of the PhD thesis is to create a multi-criteria decision analysis-based model for
assessing and appraising orphan drugs in Bulgaria.

The study to select decision-making criteria allowed defining three main criterion
categories — criteria describing health outcomes, criteria describing disease characteristics
and criteria describing public health aspects. Within the first category, high importance
was established for the criteria of health benefits, clinical effectiveness and life-saving
nature. These indicators should guide the evaluation of orphan drugs in Bulgaria. The two
criteria that account for disease characteristics — disease severity and disease burden —
displayed significant impact as well. This clearly showed that the process of orphan drug
assessment should be placed in the context of the medical specifics of rare diseases. The
criterion of scientific evidence was found to be the most relevant of the public health
considerations. This benchmark is necessary to provide argumentation for the overall
assessment and appraisal process of orphan drugs.

This decision-making model could optimise the implementation of Ministerial Ordinance
Ne 9 from 1 December 2015 on the conditions and procedures for health technology
assessment. The tool could be directly applied to appraise dossiers on health technologies
for rare diseases, offering clear and transparent methodological framework for making

coverage decisions.
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0. TpynoBe, cBbp3aHM ¢ qucepTanuaTa (MPUJI0KEHU B aBTopedepara)

Ne | T'ommuna Iyonukanus

3. (2015 Iskrov G, Stefanov R. Prospects of risk-sharing agreements for
innovative therapies in a context of deficit spending in Bulgaria. Front.
Public Health 2015; 3:64.

IlepcnexkTHBH 3a ciopasyMeHus 32 CIOJeJIsSIHE HA PHCKA NPH MHOBATHBHY Tepanuu
B KOHTEKCT Ha 010/zKeTeH npepasxoa B buarapus

WMHoBaTuBHUTE Tepanuu OOUMKHOBEHO CE€ OMNpelieNaT KaTo HOBOBBBEAECHH WM
MOIUGUIMPAHU 3/IpaBHU TEXHOJIOTUH C HEJOKA3aH WIN CTPAaHUUYEH e(EeKT, IPEINpUETH B
Hail-moOpusi MHTepec Ha mnamMeHTa. Te3n Tepamuu MoraT Ja IpelICcTaBisBaT oOT
abcomoTHa WHOBalMs Oe3 NpEeLEeJeHT OO OTHOCUTENHA WHOBALWSA, IPEJCTaBISBAILA
MaJIKa pas3JIiiKa OT CTaHAApTHAaTa Tepanus WIM U3I0J3BaHE HA KOHBEHIIMOHAIHO JICUEHUE
B DAa3IMYeH KOHTEKCT. BBIpekn dYe Ta3sum KOHLENIUS HE € OrPAaHUYCHA OTKBbM
TepaneBTHYHA (opma (JIeKapcTBa, H3IENUs, NPOLEAYypH) WIM OTKBM WHAMKALUS,
MHOBaTUBHUTE TE€panuy OOMKHOBEHO Ca CBBP3BAHM CHC CKBIIOCTPYBAILM JIEKAPCTBEHU
npoAyKTH. TSAXHOTO peuMOypcHpaHe OOMKHOBEHO € €HAa OT Hal-CIIOKHUTE 3aJjaud 3a

HaIlMOHATHUTE 3JIpaBHU CUCTEMH M 3aIlIallalli HHCTUTYIUH.

Prospects of risk-sharing agreements for innovative therapies in a context of deficit
spending in Bulgaria

Innovative therapies are usually defined as newly introduced or modified health
technologies with unproven effect or side effect undertaken in the best interest of the
patient. These therapies could be situated at any point of the continuum: from genuine
innovation with no precedent, to relative innovation representing a small variation from
standard therapy, or using a conventional treatment in a different context. While the
conception of innovative health technologies is not limited by therapeutic form (drugs,
devices, procedures) or disease indication, innovative therapies are generally associated
with expensive original drugs. Inclusion and provision of these therapies tend to be one

of the most resource-consuming tasks for national health systems and payers.
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4. (2014 Iskrov G, Stefanov R. Post-marketing access to orphan drugs: a critical
analysis of health technology assessment and reimbursement decision-
making considerations. Orphan Drugs Res Rev. 2014 Jan 9;4:1-9.

IocTMapkeTHHr J0CTHI A0 JIEKApPCTBA CHPANM: KPUTHYEH AaHAJIU3 Ha
CHOOpaKeHUATA NPH OLIEHKA HA 3PABHUTE TEXHOJIOTHM M B3eMaHe HA pelleHHe 32
3amianiaHe

To3u 0030p MMa 3a 1en Ja MPOy4YH HACTOosIIaTa OOOCHOBKA HAa MOCTMAPKETHHTOBHS
JOCTBIT JI0 JIeKapcTBa cUpalu. Thi KaTo PEIIeHUETO 3a TOCTHII Ce B3UMA OT 3[IpaBHUTE
BJIACTH, Ta3M cTaTus € GOKyCHUpaHa BBPXY OIeHKaTa Ha 3/paBHUTe TexHonoruu (HTA) u
ChbOOpakeHUsITa TMpH peuMOypcalus Ha JekapcTBa cupaud. KpUTHYHUAT aHamu3
uaeHTuuIupa BaxXHU (PAKTOPU, KOUTO OMXa MOTIIH J]a TPEIONPEAeTsaT KOMOMHUPAHUS
KpaeH pe3yJiTar oT To3u mporiec. CrneaBaiiku Ta3u 1ell € pa3padoTeHa aHATUTUYHA PaMKa,
BKJIIOUBAIllA TPU BBIIPOCA: KAKBO € IMOCTUTHATO JI0 MOMEHTa M KakBO TpsOBa na ce
HarpaBu B o0actta Ha HTA 3a nexapcTBara cupaiy; Kou ca MpOMEHJIMBUTE, CBBP3aHH C
B3€MAHETO Ha pEIICHUs 3a peuMOypcalusi Ha JeKapcTBa CUpalld; KakBa € Bpb3Kara
MEXIy TeOpUsiTa U MpaKTUKaTa MO TO3U BhIPOcH. MeTonuTe 3a NKOHOMHUYECKa OIIEHKA,
nparbT 3a ePeKTUBHOCT HAa Pa3XxOJUTe, Bh3ACHCTBHETO BbPXY OIO/KETa, HECUTYPHOCTTA
Ha JOKa3aTelcTBaTa, KPUTEpPUMTE 3a B3eMaHE Ha pelleHus 3a peuMOypcaius Ha
pa3xomuTe W u3cienoBaTenckara neiiHocT 32 HTA ca oOchAaeHH OT TUieHA TOYKA Ha
JIEKapCTBATa CUpAIH.

Bizemanero Ha pemieHwe 3a peuMOypcalusi Ha JieKapcTBa cHpanu € Ae0aT MexIy
NPUOPUTETUTE HA 3[paBHATA TOJUTHKA, CIHEIU(PUKUTE Ha 3apaBHATa CHCTEMa H
OOIIIECTBEHNUTE HATJIACU. 3JJpaBHUTE BIACTH CIEABa J1a MPWJIAraT MYJITUIUCIUILIMHAPECH
aHalM3 Bb3 OCHOBA HAa MHOXECTBO KpPUTEPUU IMIPU B3EMaHE Ha pEIIeHHE 3a
peumoOypcans. ENMHCTBEHUST pasyMeH HA4yuH Jla c€ MpHeMe MO-BHCOKa CTOWHOCT Ha
MOJI3UTE OT JIeKapcTBaTa CHpald €, aKo Te ca JIEMOHCTPUPAHU eMIUpUYHO. Psnkocrra
O3HayaBa, Y€ KayeCTBOTO Ha JOKa3aTeJICTBATa 3a JIEKapCTBa CHUpAlM HE € CHIIOTO KAKTO
MIPU KOHBEHIIMOHAJIHUTE T€panuu. 3abJIBAHETO HA T3 MPa3HOTa € APYT BaXXEH MOMEHT
3a JOCThlla JO TE3U JIEKAPCTBEHM NPOAYKTU. [eHepupaHeTo Ha JoKa3aTejCcTBa
HAJXBbPJI KIMHUYHUTE MPOYYBAHUS M HU3HCKBA TPAHCHAIMOHAJIHO CHTPYJHHUYECTBO U

KoopauHanusi. PaHHUAT KOHCTPYKTHBEH IUAJIOT MEXAY 3aWHTEPECOBAHUTE CTPAaHU U
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pa3paboTBaHETO Ha CHEIUPUUHU METOIM, MPUCIIOCOOCHN KBM JIEKapCTBa CHpally, Omuxa
MOTJIM J1a Ch3Ja/IaT YCIOBHSI 33 TPOIBJDKABAIIO HATPYIBAHE HAa OKA3aTeICTBA, KAKTO H

34 HABpCMCHHA OLICHKA.

Post-marketing access to orphan drugs: a critical analysis of health technology
assessment and reimbursement decision-making considerations

This study aims to explore the current rationale of post-marketing access to orphan drugs.
As access to orphan medicinal products depends on assessment and appraisal by health
authorities, this article is focused on health technology assessment (HTA) and
reimbursement decision-making considerations for orphan drugs. A critical analysis may
identify important factors that could predetermine the combined outcomes of these two
processes. Following this objective, an analytical framework was developed, comprising
three overlaying issues: to outline what is currently done and what needs to be done in the
field of HTA of orphan drugs, to synthesize important variables relevant to the
reimbursement decision-making about orphan drugs, and to unveil relationships between
theory and practice. Methods for economic evaluation, cost-effectiveness threshold,
budget impact, uncertainty of evidence, criteria in reimbursement decision-making, and
HTA research agenda are all explored and discussed from an orphan drug perspective.
Reimbursement decision-making for orphan drugs is a debate of policy priorities, health
system specifics, and societal attitudes. Health authorities need to pursue a
multidisciplinary analysis on a range of criteria, ensuring an explicit understanding of the
trade-offs for decisions related to eligibility for reimbursement. The only reasonable way
to accept a higher valuation of orphan drug benefits is if these are demonstrated
empirically. Rarity means that the quality of orphan drug evidence is not the same as for
conventional therapies. Closing this gap is another crucial point for the timely access to
these products. The generation of evidence goes far beyond pre-market authorization
trials and requires transnational cooperation and coordination. Early constructive
dialogue among orphan drug stakeholders and elaboration of orphan drug-tailored
methodology tools could set the scene for ongoing accumulation of evidence, as well as

for proper and timely assessment and appraisal.
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5. 2013 Iskrov GG, Raycheva RD, Stefanov RS. Insight into reimbursement
decision-making criteria in Bulgaria: implications for orphan drugs.
Folia Med (Plovdiv). 2013 Jul-Dec;55(3-4):80-6.

Kpurtepuu 3a B3eMaHe Ha pelleHue 3a peuMmOypcupane B bbiarapusi: nociaeacTBus
3a JeKapcTBaTa CHpauu

Ien: llenta Ha Ta3u craTus € Ja HaNpaBU KPUTUYEH aHaAlW3 Ha OBJITapcKoTo
3aKOHOJATEJICTBO 3a OLEHKA Ha 3ApaBHUTE TexHosoruu (O3T). MarepuansT pasriexaa
KaK WHOBATHBHHUTE TEpANMH M B YaCTHOCT JIEKApCTBaTa CHpald OMxXa OTrOBOPUIM Ha
KpUTEpUUTE 32 B3EMaHe Ha pelleHue 3a peuMOypcarusi.

Matepuan u metoau: M3crneaBaHeTo BKIIOYBA KPUTHYEH aHAIN3 HA TEKYIIUTE KPUTEPUU
3a B3eMaHe Ha pelIeHue 3a peuMOypcalus Ha JiekapcTBa B bbarapus, KakTo U OlleHKa Ha
XHUITIOTETUYHHU CIICHAPUU TPH JIEKapCcTBaTa CUPALIH.

Pesynrtatu: Ilpenmopwkara 3a BkiatouBaHe B [losutuBHus jnexapcTBeH crnuchk (I1JIC)
(3aIBJDKUTEITHO YCJIOBHE 32 penuMOypcalnys Ha JIEKapCTBEHH MPOAYKTH) € OpraHu3upaHa
B TOYKOBA CHUCTEMa 3a OIICHSBAHE IO OIpEJeIEHN KPUTEPHH (HaJIM4Yhe Ha TepareBTUYHA
alTepHaTHBa, KJIMHUYHA  €(QEKTUBHOCT, Oe30omacHOCT,  (papMaKOMKOHOMHYECKU
nokasareiau M oOuiecTBeHa CTOWHOCT). OmpeleneH € U3pUYeH IMpar — JIEKapCTBEHUSIT
MPOAYKT-KaHAUIAT TpsiOBa Aa crOepe MuHuMyM 60 ToukH, 3a Aa Obae BkiIroueH B [1JIC.
Crniopesr HaCTOSIIIUTE KPUTEPUU MPUMEPHO JIEKApCTBO cupak Ou moiyuymsio 20 TOuku 3a
TepaneBTHYHA alNTepHaThBa, 28 3a KIMHWYHA e(peKTUBHOCT M 12 3a Ge30macHOCT.
JlexapcTBeHUAT MPOAYKT HAMA Jla chOepe TOUKH 3a (PapMaKOMKOHOMUYECKH MOKa3aTeIn
U colMaiHa cTOMHOCT. ToBa oCTaBs JieKkapcTBaTa cupaiy ¢ ooy pe3dyarat oT 60 Toukw,
KOETO MpaBH (UHATHHUS PE3yJITAaT OT OLEHKAaTa M PEHICHUETO 3a PeuMOypcarysi CHIIHO
3aBUCHMH OT MAJKH (DIyKTYaIuu.

3axmouenus: Hacrosimata paMka 3a B3eMaHe Ha pelIeHHE 3a peuMOypcupaHe B
bearapus wusriexna MHOro oOmia M HEJOCTaThbUHO Mpo3padyHa. Meromosorus He
U3IJeKIa B CHCTOSIHME Ja OLIEHHW peaJiHaTa CTOMHOCT Ha HMHOBAaTUBHUTE 3/pPaBHU
TEXHOJIOTMH. HanmnmumeTo Ha TepameBTHYHA AJTEpHATHBA CE€ OYepTaBa KaTO KIIIOYOB

KPUTEpHii 32 B3eMaHe Ha pellleHne 3a peuMOypcrupaHe Ha JeKapcTBaTa CUpaly, Thid KaTo
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TE3W HWHOBATUBHU IMNPOAYKTHM HOMHHAJTHO MPEAOCTAaBAT IMbpBaTa TCEpallCBTUYHA

alTepHATHUBA 3a PEAKUTE 3a00IsIBaHUSI.

Insight into reimbursement decision-making criteria in Bulgaria: implications for
orphan drugs

Objective: This article's objective is to critically assess the Bulgarian legislation on health
technology assessment (HTA). It analyses how innovative therapies and orphan drugs in
particular would respond to the regulators' decision-making criteria for reimbursement.
Materials and methods: The study features critical analysis of current decision-making
criteria for drug reimbursement in Bulgaria, as well as hypothetical scenario planning for
orphan medicinal products.

Results: The approval for inclusion into the Positive Drug List (PDL) (which is a must
for reimbursement) has been reorganised into an assessment scoring system with
decision-making criteria (presence of therapeutic alternative, clinical effectiveness,
safety, pharmacoeconomics and societal value) divided into weighted indicators. An
explicit threshold has been set--a medicinal product must score 60 points at least to be
included in PDL. Under the currently defined reimbursement decision-making criteria a
hypothetical middle-of-the-road scenario planning shows that an orphan drug would
score 20 points for therapeutic alternative, 28 for clinical effectiveness and 12 for safety.
It would take no points for pharmacoeconomics and societal value. This leaves the
orphan drugs with a total score of 60 points, making the final outcome of real-life
assessment and decision-making heavily dependent on small fluctuations.

Conclusions: The current reimbursement decision-making framework in Bulgaria seems
to be generalised and not sufficiently transparent. It is unable to precisely assess
innovative health technologies. The availability of a therapeutic alternative emerges as a
key reimbursement decision-making criterion for orphan drugs, as these innovative

products nominally provide the first medicinal therapy alternative to rare diseases.
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II. XABMJIMTAIIUOHEH TPY I 1O ®OPMATA HA HAYYHH
ITYBJIMKALIMHU B U3IAHUA, KOUTO CA PECEPUPAHU U
NHAEKCHUPAHHU B SCOPUS U WEB OF SCIENCE

Ne | I'oguna [y6aukanus

6. 2019 Linertova R, Gonzéalez-Guadarrama J, Serrano-Aguilar P, Posada-De-la-
Paz M, Péntek M, Iskrov G, Ballester M. Schooling of Children with
Rare Diseases and Disability in Europe. Int J Disabil Dev Educ. 2019.
66:4, 362-373.

YuniauuHo o0y4eHue Ha Jena ¢ peaku 0osectu B EBpona

EBpomeiickure TOMUTHUKH 3a XopaTa C YBPEXKIaHHWS HachbpyaBaT NPHUOOIIABAIIOTO
oOpa3oBaHHMe Ha y4YEHHUIIUTE ¢ yBpexmanws. [IporechT Ha Mpexon OT Mo-cerperupaHa
cuctema Ha oOpa3zoBanue obaue ¢ OaBeH. Llenra Ha ToBa mpoy4BaHe € 1a Jaje MpeacTaBa
3a gopmaTta Ha YYWIHMIIHO OOy4YeHHE Ha JellaTa ¢ YBPEXKIAHUS B pe3yiTaT Ha PSIKO
3a00/1%BaHe M Ja OIIEHH KayeCTBOTO HA JKMBOT Ha TIX M TEXHHTE OOIHOIVIEAAYH.
AHanu3upann ca gaHHu OT cpe3oBoTo u3cieaBaHe BURQOL-RD cpex nuna cbe
cuapoM  Ha  IIpagep-Bwim, cungpom  Ha  ugymumBata X = XpOMO30Ma,
MYKOIOJM3axapu103a U MyckyiHa auctpodus tun Hromen. [IpoyuBaneTo BrimouBa 359
Jera Ha Bb3pact oT 6 10 17 roguHu u 269 60aHOTIEAaYN OT OCEM €BPOICHUCKU CTPaHHU.
Pesynratute mokas3Bar paznuuve MEXAy OTACITHUTE IbPKABH M0 OTHOIICHHWE Ha Jiejia Ha
yYeHUIM, 00ydaBaly ce B CIEIUATH3UPAHA WHCTUTYIIMU. B paMKuTe Ha yCIOBHsTA 3a
npuoOImaBamo o0pa3oBaHWE ce HaONIoJaBa JIMIICA Ha CIEUalHA MOJAKpena 3a
YYCHHIIUTE C YBPEKIaHUS, OCOOEHO B CTPAHHUTE C MO-HUCKH noxoau. He ce HabmomaBa
BpBb3Ka MEXIy BHJIa HA YUYUIUIIETO U KA4€CTBOTO HA JKMBOT, HO CYOEKTHBHATA OIICHKA Ha
Ha OOJIHOIJIENAYUTe € TO-Jiolla MpU CleUUanu3upanuTe yuwidia. HM3cienanero
MOKa3Ba CBIIECTBEHU PA3NIMYUS TPU NPUIATAHETO HA TOJUTHKU 3a MPUOOIIABAIIOTO
oOpazoBanne B EBpoma. HeoOxomumu ca moBeue wu3cienBaHus B o0JjacTTa Ha

oOpa3oBarerHUTe MOTPEOHOCTH Ha XOpaTa ¢ PEAKH OOJIECTH.
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Schooling of Children with Rare Diseases and Disability in Europe

Inclusive education of disabled students has been promoted in European disability
policies. However, the transition process from more segregated system is slow. The
purpose of this study was to provide an insight about different types of schooling of
disabled children affected by a rare disease across Europe and to evaluate their and
caregivers’ well-being. We analysed data from a cross-sectional study (BURQOL-RD) of
persons with rare diseases that cause intellectual and/or physical disability: Prader-Willi
syndrome, fragile X syndrome, three types of mucopolysaccharidosis and Duchenne
muscular dystrophy. The sample consisted of 359 children aged 617 and 269 caregivers
from eight European countries. Results showed differences between countries in
proportion of students placed in special schools, which are still valid option in countries
such as Germany, France or UK. Within the inclusive education modalities, lack of
special support for disabled students was observed especially in low-income countries.
No association between the type of schooling and quality of life was observed, but the
subjective caregivers’ burden seems to be higher in special schools. The study shows
existent differences in implementation of inclusive education in Europe. More research is

needed in the field of rare disease disability and educational needs.
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7. | 2018 Iskrov GG, Jakovljevic MM, Stefanov RS. Budgetary Impact of
Medicinal Therapies for Rare Diseases in Bulgaria. Folia Med (Plovdiv).
2018 Mar 1;60(1):79-91.

BroakeTHO Bb3€iicTBHE HA JIEKAPCTBEHHUTE Tepanuu 3a peakn 0osectu B bbarapus
BoBenenune: Penkure OojecTd BHHArm ca IMOCOYBAHM KaTo €QHA OT MPUYMHUTE 3a
oromxetHus nedunut Ha Hanmnonannara 3apaBHoocuryputenta kaca (H30K).

Hen: Jla ce oneHn OOKETHOTO BB3JIEUCTBHE Ha JIEKAPCTBEHUTE TEpPANUU 33 PEAKHU
3a0omsaBanns ot riaeqaa Touka Ha H30K 3a 2014 u 2016 1.

Marepuanu u MeTou: BroKeTHOTO BB3ACHCTBIE HA PEAKUTE 3a00IIBaHUS € U3YUCIICHO
KaTo OTHOCUTENeH sl oT obmure paszxoau Ha H3OK 3a nexapcTBeHH NPOIYKTH.
AHanmm3upanu ca oOmMAT paszxon mo HozonornyHa enuHui nmo MKB-10, cpemaust
roguiieH Opoll Ha peuMOypcHpaHUTE NAllMeHTH M CPEAHMST TOAMIIEH pPa3Xxoa Ha
MaLAEHT.

Pesynrtatu: BrokeTHOTO BB3/I€HCTBHE Ha JIEKAPCTBEHU TEpaIMU 3a pPeAKH 3a00JsIBaHUS
JOCTHUTra IJIaTO OT OKOJI0 9% 0T 001muTe pa3xoau 3a jekapcTsenu npoayktu Ha H30K 3a
2014 u 2016 r. CpegHusT roauiieH Opoil Ha PEUMOYPCUPAHHUTE MAIMEHTH U CPEIHUTE
TOJMIIIHU Pa3XOJu Ha MAIMEHT C€ yBeJM4YaBaT ChOTBETHO C 4,27% u 2,54%. bonect Ha
[Tomme, ¢daMuinHa MONMHEBPONMATUYHATA AMWJIOMI03a M HACIEJICTBEH AaHTHOCIEM Ce
OTKpOSIBAaT, IMAMKN BTOPH, YETBBPTH U METHU MO 00EM CyMapeH pa3xoj 3a JIEKapCTBEHO
neyeHue. Makap ye Te3um mamueHtutre mnpe3 2016 r. ca camo 92, TpuTe CHCTOSHUA
dopmupar 22,89% ot obmure pasxoau Ha H30K 3a nekapcTBeHM Tepamuu 3a peliku
Oonectu. 3a cpaBHEHHE, XeMODWINUTE UMAT CXOJHO OIOPKETHO Bh3JelcTBue — 24,88%,
HO OposT Ha peuMOypcHpaHHuTe NauueHTure e 277.

3akmoueHue: M3cneaBaneTo He MOAKPENS MPUTECHEHUSTA 32 HEKOHTPOJIMPAH PACTEX Ha
pa3xouTe 3a JIEKapCTBEHU Teparuu 3a peaku 6onectu. HezaBucumo ot ToBa, Ma HY»Ka
OT 3aCWJIEH MOCTMApKETUHIOB KOHTPOJ M peuMOypcUpaHe, OCHOBAHO Ha MOCTHTHATHTE
KIIMHUYHHA pe3ynTaTu. PazpaboTBaHeTo, chOUpaHe M aHATW3WpaHe Ha JaHHU OT peaHH

YCJ10BUs BCC TOBCUC CC MMpUjIaraT KaTo MHCTPYMCHT 3a IOCTUTAHC HA TC3U LICJIN.
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Budgetary Impact of Medicinal Therapies for Rare Diseases in Bulgaria
Background: Rare diseases have been continually outlined as one of the causes for the
National Health Insurance Fund's (NHIF) deficit spending in Bulgaria.

Aim: To estimate the budgetary impact of rare disease medicinal therapies from NHIF
perspective for 2014 and 2016.

Materials and methods: Budgetary impact of rare diseases is calculated as a percentage of
NHIF total pharmaceutical spending. Total expenditure per ICD-10 code, mean annual
number of patients reimbursed and mean annual cost per patient are analysed.

Results: Budgetary impact of rare diseases reached a plateau of about 9% of NHIF total
pharmaceutical spending for 2014-2016. Mean number of patients reimbursed and mean
annual cost per patient increased by median rates of 4.27% and 2.54%, respectively.
Glycogen storage disease, neuropathic heredofamilial amyloidosis and C1 esterase
inhibitor deficiency stood out, as they had the second, fourth and fifth most expensive
medicinal treatment cost. While accounting for only 92 patients in 2016, these three
conditions contributed for 22.89% of NHIF total expenditure on rare disease medicinal
therapies. For comparison, coagulation defects, with the biggest total cost per indication,
had a similar budgetary impact - 24.88%, but for 277 patients reimbursed.

Conclusions: Our study does not support the concerns about uncontrolled growth of
expenditures for rare disease medicinal therapies. Nevertheless, there is a need for
enhanced post-marketing surveillance and performance-based payment of these
treatments. Development, collection and analysis of local real-world data have been

increasingly applied as a tool to advance these health policy goals.
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8. 2017 Iskrov G, Dermendzhiev S, Miteva-Katrandzhieva T, Stefanov R.
Health Economic Data in Reimbursement of New Medical
Technologies: Importance of the Socio-Economic Burden as a Decision-
Making Criterion. Front Pharmacol. 2016 Aug 17;7:252.

3ApaBHOMKOHOMUYECKH JAHHH NPH PeHMOYpPCHpPaHe HA HOBH 3PABHU TEXHOJIOTHH:
3HAYeHHE HA COLMATHO-MKOHOMHMYECKATA Te:KeCT KATO KPUTepPHil 3a B3eMaHe Ha
pelnienune

BoBenenne: OrieHkata Ha HOBH 3paBHU TEXHOJOTHH M3HUCKBAa OallaHC MEXIY
HMHTEpPECUTE Ha pazJIMyHU 3auHTEepecoBaHU cTpaHu. KpallHOTO perieHue 3a 3ariaiiaHe ¢
HY6HI/I‘IHI/I CpeI[CTBa cjJeaBa Aa B3€ME 1104 BHUMAHUEC COIIMAJIHATa CTOﬁHOCT HAa HOBUTC
Tepamnuu.

len: Hactosmara myOnukamus pasriiekaa COIMaTHO-UKOHOMHUYECKaTa TEXeCT Ha
3a00NsBaHUATa KaTo crHenu(uueH KpUTEepHid TpH B3EMaHETO Ha peIIeHHEe 3a
peuMmOypcupaHe W Tpeajiara BKIIOYBAHETO W KAaTO MPOTHBOBEC HA KPUTEPHHTE 3a
paszxoaHa epEeKTUBHOCT U OIOJKETHO BH3ACHCTBHE.

Pesyntatn / W3Bomu: CouuamHO-MKOHOMHYECKA TEXECT € KPUTEPH, OIKCBAIl
3a00NsBaHUATA, 32 KOUTO € I[I0OKa3aHa OIICHsIBaHATa 3JpaBHA TEXHOJOTHS. To3u
Mmokasaren € OOMKHOBEHO W3CJE/IBaH 4upe3 MPOYUYBaHUS HA pPa3XoIuTe 3a 3a0osiBaHe,
KOHUTO KOJMYECTBEHO U3MEPBAT COIIMATHO-MKOHOMHYECKATa TEXKECT Ha 3a00JIIBaHUATA 32
WHIIMBH]IA U 32 00IIeCTBOTO. ToBa € OT 0COOCHO Ba)KHO 3HAYECHME, Thil KAaTO WIFOCTPHUpA
MPEKUTE MOCIEANIN 32 OFO/DKETa Ha 3[IpaBHATA CHCTEMa, KAKTO M HEMPEKUTE Pa3Xo.iy,
CBBp3aHH C 3aryda Ha paboTOCIOCOOHOCT Ha MAIMEHTa W HErOBUS MPUAPYKUTEN. Upes
W3MEpBaHE W CpaBHABAaHE Ha COIMATHO-UKOHOMHUYECKAaTa TEXECT Ha pa3lInyHU
3a0015BaHUs 32 OOINECTBOTO, 3APAaBHUTE BIIACTH U JAHBKOIUIATIIMTE MoOraT Ja
ONTHUMU3HUPaAHE MPOIECUTE Ha ONpeIeIsTHE Ha TPUOPUTETH U pas3mpeieiieHue Ha PECYPCH.
HOBI/ITG 3,[[paBHI/I TCXHOJIOI'UH, OCO6CHO HNHOBATUBHUTC Tepam/m, HpGI[CTaBSIT OTJINYCH
Cllydaii 3a BKJIFOUYBAHE HA COIMATTHO-MKOHOMHUYECKATa TEKECT MPH B3eMaHEe Ha PEIICHUS
3a peuMOypcupane. Ta3u omeHka 70 MOMEHTa € CHJIHO KOHIIEHTPHpPAaHA BBPXY
e(heKTUBHOCTTAa Ha Pa3XxOJUTe U OOIHKETHOTO BH3ACHCTBUE, MApPTUHATU3UPANKH BCUIKH
ocTaHAIH ChOOpakeHHs. B TO3M KOHTEKCT, JaHHHUTE 3a TEKECTTa Ha 3a0O0JSBaHETO W

BKJIFOYBAHCTO Ha HU3IPHUYUYCH KpI/ITepI/Iﬁ 3a COLOHMATHO-MKOHOMHUYECCKA TCKECT Ouxa
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HampaBWIM Te3u pemieHus: no-edpexktuBHU. OChb3HABAHETO Ha pa3Mepa Ha HM3TyOCHUS
COLIMAJTHO-UKOHOMUYECKHU MPUHOC B CIEJICTBUE OT BBIPOCHHUTE 3a00JSBaHUS OM MOTJIO
na Oble pa3yMeH HAYWH 3ApaBHUTE BIACTH Ja TpuUeMaT I0-BHCOKa OIleHKa 3a

HWHOBATHUBHUTC TCpAIIUU.

Health economic data in reimbursement of new medical technologies: importance of
the socio-economic burden as a decision-making criterion

Background: Assessment and appraisal of new medical technologies require a balance
between the interests of different stakeholders. Final decision should take into account
the societal value of new therapies.

Objective: This perspective paper discusses the socio-economic burden of disease as a
specific reimbursement decision-making criterion and calls for the inclusion of it as a
counterbalance to the cost-effectiveness and budget impact criteria.

Results / Conclusions: Socio-economic burden is a decision-making criterion, accounting
for diseases, for which the assessed medical technology is indicated. This indicator is
usually researched through cost-of-illness studies that systematically quantify the socio-
economic burden of diseases on the individual and on the society. This is a very
important consideration as it illustrates direct budgetary consequences of diseases in the
health system and indirect costs associated with patient or carer productivity losses. By
measuring and comparing the socio-economic burden of different diseases to society,
health authorities and payers could benefit in optimizing priority setting and resource
allocation. New medical technologies, especially innovative therapies, present an
excellent case study for the inclusion of socio-economic burden in reimbursement
decision-making. Assessment and appraisal have been greatly concentrated so far on
cost-effectiveness and budget impact, marginalizing all other considerations. In this
context, data on disease burden and inclusion of explicit criterion of socio-economic
burden in reimbursement decision-making may be highly beneficial. Realizing the
magnitude of the lost socio-economic contribution resulting from diseases in question
could be a reasonable way for policy makers to accept a higher valuation of innovative

therapies.
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Haumonanuu perucTpu 3a peaku Oosectu B EBpomna: mperjien Ha TeKyHI0TO
ChCTOSIHNE U IPAKTUKH

3npaBHata monutuka Ha EC WHMIMUpa CBH3JAaBAHETO HA CHUCTEMa OT EBPOMNEHCKHU
pedepeHTHr Mpexu, HHHOPMAMOHHH 0a3W JaHHU U PETHCTPH 3a PEAKH 3a00JsBaHUSI.
[Ipu u3nbIHEHHE HA CBOUTE LIEJIM €BPOMEHCKUAT MPOEKT ,,M3rpaxkaane Ha KOHCEHCYC U
cuHEeprus 3a peructpure Ha mamnueHTH ¢ penku Oonectu B EC* (EPIRARE) mposene
paboTHa cperia ¢ eKCIepTH OT KOMIIETEHTHHU 3[IpaBHHU OpraHu, 3a Aa ce o0ChAH poisTa
HA HAIIMOHAJHUTE MHCTUTYLIMOHAIHU PETUCTPHU HA MAIUEHTH C PEIKU 3a00IsBaHUS B
Ch3JaBAaHETO Ha EBPONEMCKHM pEerucTpu M HachpuaBaHe Ha  MEXIYHapOJHO
ChTPYIHUYECTBO. HacToAmmMAT AOKYMEHT U3BBPIIBA CpPaBHUTENIEH AaHAIW3 Ha

HACTOAIIUTC HAITUOHAJTHUTC UHCTUTYIHTUOHAJIHU PCTUCTPU 34 PEAKU oonectu B EC.

National registries of rare diseases in Europe: an overview of the current situation
and experiences

The European Union (EU) policy for healthcare requires the establishment of a system of
European Reference Networks, union-wide information databases, and registries for rare
diseases (RDs) based on shared criteria. In pursuing its goals, the 'Building Consensus
and Synergies for the EU Registration of RD Patients in Europe' (EPIRARE) project
convened a meeting with experts of the competent health authorities to discuss the role of
national institutional RD patient registries in supporting EU patient registration and the
room for international cooperation. With this aim, this paper comparatively analyses the

current situation of national institutional RD registries in the EU.
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10. | 2015 Iskrov GG, Stefanov RS, Lopez-Bastida J, Linertova R, Oliva-Moreno
J, Serrano-Aguilar P; BURQOL-RD Research Network. Economic
Burden And Health-Related Quality Of Life Of Patients With Cystic
Fibrosis In Bulgaria. Folia Med (Plovdiv). 2015 Jan-Mar;57(1):56-64.

HNxoHomMuYecka TekeCT W CBBbP3aHO ChC 3APABETO KAa4YeCTBO HA KUBOT NPHU
NalnMeHTH ¢ MyKOBHCIHA03a B Bbirapus

Pestome: llenra Ha TOBa mpoyyBaHE € Ja ONpENeIM HKOHOMHUYEcKaTa TEXKECT OT
oOIIiecTBeHa TJIeJJHA TOYKAa M CBBP3aHOTO ChC 37paBeTo kadecTBo Ha )uUBOT (HRQOL)
MIPY MALMEHTH ¢ MyKOBUCIIN103a OT brarapusi.

Matepuan u wMeronu: IlpoBeneHo € cpe3oBo mpoyuBaHe Ha 33 MalMEHTH C
MyKOBHCIIHI03a W 17 TexHm OonHorienaun oT bwarapus. [lanHu 3a coruaiHo-
nemorpackuTe XapakTepUCTUKH, H3IOJI3BAaHE HA 3/paBHU pecypcu, HedopmamHu
IpyKH, 3aryoum Ha mpousBoautenHoctta Ha Tpyaa u HRQOL ca cvOpanu upes
BBIIPOCHUIIH, TMOMIBJIHEHU OT MAUEHTH WK oT TexHu OomHornenaun. HRQOL e oneneno
¢ BpipocHuka EuroQol 5-D (EQ-5D-3L).

Pesynratu: Cpennure ToUIIHA pa3Xxoau 3a MyKoBucinao3a B bearapus ca 24 152 espo
Ha nauueHt npe3 2012 r. YcraHOBEeHO e, 4e CpeJHUTE TOJUIIHU Pa3XoJu 3a Jieua ca
3HAQUUTENIHO MO-BUCOKH OT Te3u 3a Bb3pacTHU — 31 945 eBpo cmopsmo 15 714 eBpo
(p=0,012). To3u pe3yaTaT ce IbIHKH Ha CTATUCTUYECKH 3HAYMMH PA3JIMKU B PA3XOAUTE 3a
ocHOBeH HedopMmaneH OomHornemad (p<0,001) m pasxomure 3a apyru HedOpMaTHU
rpmwxu (p=0,022). PazxoauTte 3a nekapcTBaTa UMaT Hal-TOJIIMO OIOPKETHO BB3ACHCTBHE.
CpenHute roauiIHu pa3xoau 3a jekapcrsa ca 13 059 eBpo Ha nmanueHt. bwparapckurte
MalMEeHTH ¢ MYKOBUCIMI03a MoKa3BaT HUCKU pe3ynTatd 3a HRQOL — menuana ot 50
(VAS ckop) u ot 0,592 (Ttapuda 3a mone3Hoct). EqHa 4eTBBPT OT MAIUEHTUTE TOPH
OLICHABAT 3/IPaBOCIOBHOTO CH CHCTOSHUE KATO MO-JIOLIO OT CMBPT.

3axmrouenus: Ilanuenture ¢ MmykoBucuuaosa ot M3touna EBpomna ca ys3Buma rpyma c
BHCOK PHCK 32 MMO-JIOUI 3/IpaBeH cTaTyc. [IpoyuBaHe npenocTaBs akTyalleH aHalu3, KOUTO
yJIeCHsIBa

pa3zpaboTBaHeTO, NpUeMaHe M TMpHJIaraHe Ha IleJIeBU IMOJUTHUKKA B o0nacTra Ha
OOIIECTBEHOTO  3/paBeolla3BaHe 3a CHpaBsHE C MpOOJIEMUTE, CBBP3aHH C

MYKOBHCIIM03aTa HA HAITUOHAJIHO U eBpOHef/'ICKO paBHHUILIIEC.
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Economic burden and health-related quality of life of patients with cystic fibrosis in
Bulgaria

Objective: The aim of this study was to determine the economic burden from a societal
perspective and health-related quality of life (HRQOL) of patients with cystic fibrosis
(CF) in Bulgaria.

Materials and methods: We conducted a cross-sectional study of 33 patients with CF and
17 caregivers from Bulgaria. Data on socio-demographic characteristics, health resource
utilisation, informal care, labor productivity losses and HRQOL were collected from
questionnaires completed by patients or their caregivers. HRQOL was evaluated with the
EuroQol 5-domain (EQ-5D-3L) questionnaire.

Results: Median annual costs of CF in Bulgaria were € 24 152 per patient in 2012 as a
reference year. Median annual costs for children were found to be significantly higher
than those for adults - € 31 945 vs. € 15 714 (p = 0.012). This outcome came from
statistically significant differences in costs for main informal carer (p < 0.001) and costs
for other informal carers (p = 0.022). As a single cost item, drugs had the biggest
monetary impact. Median annual drug costs were € 13 059. Bulgarian CF patients
showed low HRQOL results - 50 median VAS score and 0.592 median health utilities. A
quarter of patients even rated their health state as worse than death.

Conclusion: CF patients from Eastern Europe remain a vulnerable population with risk
factors for worse health outcomes. Our study provided a state-of-the art analysis that
facilitates the elaboration, adoption and application of targeted public health policies to

tackle CF-related problems at national and European level.
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Broa:keTHO Bb3/1eiCTBHE HA peaKUTe 00J1eCTH: NMPeAJIoKeHHe 32 TeOpeTHYHA paMKa
Bb3 OCHOBA Ha JIoKa3aTesicTBa oT bbiarapus

Ilenra Ha TOBa MpOyYBaHE € J1a OLEHU BIMSIHUETO HA JIEKAPCTBEHUTE TEPAIUM 3a PEAKU
Oonect BbpXy obuus Oroxer 3a nekapctBa Ha H30K B bwirapus 3a nepuona 2011-
2014 r. Makap cTaHZapTHHAT aHAIM3 Ha OFOKETHO BB3JACHCTBHE Ja OIEHSBA IO
MPOCIIEKTHBEH HAYMH BB3/IEHCTBUETO HA HOBUTE 3[PaBHHU TEXHOJOTHH BBPXY OIO/KETa,
HACTOALIMAT AQHAJIM3 M3II0JI3BAa PETPOCIEKTUBEH MOAXOA. Bb3neilcTBueTO BBPXY
Ol0[KeTa € KOJHMYECTBEHO OIeHeHO oT riegHa Touka Ha H3OK. Ilpunoxena e
OlHcaTeIHa CTAaTHCTUKA 33 aHAJIW3 Ha JIaHHUTE, KaTO TEMITbT Ha MPUPACT HA OCHOBHHTE
MoKa3aTeJiM € HM3MEpPEeH Ha BeprkHa ocHoBa. OuwakBa ce pasxogute Ha H3OK 3a
JICKapCTBEHU TEpaluu 3a peKu OoJecTH 1a ce yBenudar 10 74,5 MWIMOHA JieBa Ipe3
2014 1. (7,8% oT o0muTe pa3xoau 3a JIeKapcTBEHH NpoaykTh). Haii-ronsmo yBennueHue
Ha pa3XxOoJMTE 3a MAIMEHT U Opos Ha JIEKYBaHUTE C€ HaOII0aBa MPU PEIKHU 3a00JISIBAHUS,
3a KOWTO HMMa HOBOOJOOpPEHM U pPeuMOypCHUpaHH OT CKOpPO JIEKAPCTBEHU Teparuu.
Bwnpeku e ocHOBHUTE (haKTOpH 3a 0OeMa Ha pa3xoJuTe ca 100pe u3BeCTHU — Opoit Ha
JIeKyBaHUTE MAIMEHTH W Pa3Xoj HA MAIMEeHT, B PEATHHU YCIOBUS Te3U JBa (akTopa
3aBHUCST OT JAOCTHMA 0 e(eKTUBHU MHOBATUBHU Tepanuu. Thil KaTo peakuTe 00JIeCTH B
bearapuss ca ucTOpuYeckH TMOIJIEAHATO HEAWArHOCTUIMPAHU, HENEeKyBaHU U
He(UHAHCUPAHU, TOJOOPEHUAT AOCTHII 10 MHOBATUBHM Tepanuy HEU30€XKHO IIe J0BE/e

710 yBenu4aBaHe Ha OropkeTHaTa Texxect 3a H3OK.

Budget impact of rare diseases: proposal for a theoretical framework based on
evidence from Bulgaria

This study aimed to estimate the impact of rare disease (RD) drugs on Bulgaria's National
Health Insurance Fund's (NHIF) total drug budget for 2011-2014. While standard budget
impact analysis is usually used in a prospective way, assessing the impact of new health
technologies on the health system's sustainability, we adopted a retrospective approach

instead. Budget impact was quantified from a NHIF perspective. Descriptive statistics
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was used to analyse cost details, while dynamics was studied, using chain-linked growth
rates (every period preceding the accounting period serves as a base). NHIF costs for RD
therapies were expected to increase up to 74.5 million BGN in 2014 (7.8% of NHIF's
total pharmaceutical expenditure). Greatest increase in cost per patient and number of
patients treated was observed in conditions, for which there were newly approved for
funding therapies. While simple cost drivers are well known - number of patients treated
and mean cost per patient - in real-world settings these two factors are likely to depend on
the availability and accessibility of effective innovative therapies. As RD were
historically underdiagnosed, undertreated and underfunded in Bulgaria, improved access

to RD drugs will inevitably lead to increasing budget burden for payers.
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ExcneprHu neHTpoBe M HAIMOHAJIEH PEerucTbp 3a peaku Oosectu B bbarapus —
NepCcrneKTUBYU U NMpeIu3BUKATEICTBA

[Ipe3 mocieqHOTO JeceTUeTHEe pPEIKUTe OOJIECTH C€ YTBBPAMXAa KaTO MPUOPUTETHA
obyacT Ha JeiicTBue 3a OOIIECTBEHOTO 3ApaBe B EBpomeickusi cpio3. XapaKTepHHTE
0COOEHOCTH Ha pPEeNKUTEe OOJECTH — OrpoMEeH OpoW OTACIHHM HO30JOTUYHHU EAUHUIU C
HUCKa OOJIECTHOCT, TeXKa KIMHWYHA KapTHHAa U JIOIla MpPOTrHO3a, OrpaHuyYeHa
uH(popManUsg W EKCIEePTeH OMUT, JIMICAa Ha Tepalud — HajaraT ChTPYAHUYECTBO H
CHOJENISIHE HAa ONUT C LNl ONTUMATHO M3IO0JI3BAaHE Ha HAIMYHUTE PECYpPCH 3a Te3u
3abonsBanus. B bwarapus mpe3 2014 r. odummanHo Oe mpuera Hapemnba Ne 16 3a
yCIIOBUSITA W pela 3a PErucTpUpaHe Ha peIKUTe 3a00isIBaHUS W 32 EKCHEPTHUTE
[IEHTPOBE U pedEepeHTHUTE MPEXKU 3a PEeNKH 3a0oisBaHUs. T03M HOPMATUBEH aKT Ce
CBbP3Ba ChC CEPHO3HM OYAKBAHUS 3a MOJOOpPEHUE B MPEBEHIUATA, JMATHOCTUKATA,
JICYEHUETO, MPOCIEIIBAHETO U pexaOuiuTalusaTa Ha peakuTre OolecTd y Hac.
Peanusupanero Ha mpakTHKa Ha TE3W €N 3aBUCH IpPEIUd BCHUYKO OT TOTOBHOCTTa U
WHUIMATHBHOCTTA HA MPSIKO 3aUHTEPECOBAHUTE CTPAHU. 3IPABHUTE BIACTH OMXa MOTIIH
Jla eMTMMUHUPAT TO3U PHUCK C MAKET OT CTPATErHYeCKH MEPKHU, B TOBA YHUCIIO U (DMHAHCOBU

CTUMYJIH, 32 ObJICUINTE EKCIIEPTHH LIEHTPOBE 10 peAKu Oonectu B brirapus.

Expertise centers and national registry for rare diseases in Bulgaria — perspectives
and challenges

Over the last decade, rare diseases have been gradually established as a priority area for
the EU public health policy. The specifi cs of these conditions — a great number of
distinct nosologies with low prevalence, severe clinical course and prognosis, limited
information and expertise, lack of therapies — impose initiating cooperation and sharing
experience in order to use in optimal way the available resources for these diseases. In
Bulgaria, Ordinance Nel6 on the conditions and procedures for registration of rare
diseases and designation of centers of expertise and reference networks for rare diseases

was adopted in 2014. This act is expected to improve signifi cantly the prevention,
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diagnosis, treatment, follow-up and rehabilitation of rare diseases in the country. The
practical implementation of these objectives, however, largely depends on the awareness
and motivation of rare disease stakeholders to initiate and take part in such activities.
Health authorities could eliminate this risk by adopting policy measures, including fi
nancial incentives for the future centers of expertise and reference networks for rare

diseases in Bulgaria.
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EnuageMnosioruyeH perucTop Ha HeBPOEHAOKPUHHUTEe TymMopu B bbarapus —
NMHUJIOTHO NPOYy4YBaHe

Hanmonanuust peructsp Ha nanuentu ¢ HET B boarapus e cp3nanen npes 2013 r. karo
CbBMECTHA MHUIMATHBa Ha BBArapckoro Xupypruyecko IpyxectBo u MHcturyra 3a
penku Oonectu. PeructspbT mMa 3a 1en ga npoyuu enmaemuosorusra Ha HET B
bparapus, kakTo M MOAXOAWTE 3a TUATHOCTHKA M JIEUEeHHE Ha 3a00JsBaHETO B LisjlaTa
cTpaHa. ToBa npejcTaBiiiBa MbPBOTO 110 POJa CU B CTpaHaTa KOXOPTHO PETPOCIIEKTUBHO
npoyuBane Ha HET, oOxBamaimo nepuoaa ssuyapu 2012 — sayapu 2013 ronuna.
Peructpupann ca o6mo 127 mnamuenta c¢ awmarHoza HET. Kem MomeHTa Ha
MPOBEKIAHETO Ha MPOYYBAHETO cpeaHaTa Bb3pacT Ha manueHtute ¢ HET e 58.61 +
15.59 rogunu. JlaHHUTE OKa3BaT paBHOMEPHO pa3lpesielieHne MeX Iy ABara nosa. Haii-
rojisiMm € otHocutenHuAT Asu1 Ha HET, pasnonoxenu B TUT (54.10 + 4.51%), cnenBanu
OT Te3W, Pa3MOJIO’KEHU B MaHkpeaca u Oemust aApoO. Ilpu 72.44% ot mauueHTuTe €
U3BbpIIEHA IMYHOXHMCTOXUMUYHA UartHo3a. [IpoyuBaHeTo moTBbpM BOJAELIATa PO Ha
XUpyprudHoTo JiedeHue B MeHupkMbHTa Ha HET. Ilpu 65.83 + 4.33% ot nanueHTure
IIPOBEJIEHO pAJUKAIHO OTCTpaHsBaHE Ha Tymopa, a npu 7.50 + 2.40% wuactuyHa
pe3ekuusl. Y CTaHOBM CE€ HAJIMYME HAa CTaTUCTHUYECKU 3HAUMMa acollMalvs MeXAy Buja Ha
MIPOBEJEHOTO XUPYPrUYHO JIEUEHHWE M TepuojJa Ha TMOCHEeABAIlO Mpocie/sBaHe Ha
nanueHTute. HeoOxommMo e mocnenBamio 0OHOBsIBaHE Ha MHGOpMAIUATA B PETUCTHPA,
KOETO 1€ TMO3BOJIM Jla C€ M3y4M Mo-100pe edekra OT MpuilaraHuTe AMATHOCTUYHHU H

TepaneBTruHu noaxoau 3a HET.
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Epidemiological registry of neuroendocrine tumors in Bulgaria — a pilot survey

The National registry of patients with neuroendocrine tumors (NET) in Bulgaria was
established in 2013 as a joint initiative of the Bulgarian Surgical Society and the Institute
for Rare Diseases. The register aims to explore the epidemiology of NET in Bulgaria, as
well as the different diagnostic and treatment approaches for the disease throughout the
country. This the first of its kind retrospective study of NET in the country is covering
the period January 2012 — January 2013. A total of 127 patients with NET were
identified. At the time of the survey the average age of patients with NET was 58.61 +
15.59 years. The data show almost equal distribution between the genders with a slight
predominance of women. The largest relative part of NET is those of NET located in the
gastrointestinal tract (54.10 + 4.51%), followed by those located in the pancreas (12.30 +
2.97%) and in the lungs (10.66 £ 2.79%). In 72.44 + 3.96% of the patients a
immunohistochemical diagnosis was performed. The study confirmed the leading role of
the surgery method of the NET management. In 65.83 + 4.33% of the patients a radical
removal of the tumor was conducted, while the relative part of the undertaken partial
resection was 7.50 £ 2.40%. A statistically significant association between the type of
surgical treatment and during the follow-up of patients was found. An update of the
information in the register will allow a more precise determining of the distribution and

management of NET in Bulgaria.
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14. | 2012 Simeonova R, Iskrov G, Stefanov R. Perspectives for establishing of
expert centres for rare diseases in Bulgaria. Pediatriya. 2012;52(1
SUPPL.):58-61.

IlepcnexkTuBM 3a ch31aBaHe Ha eKCIEPTHM ILEHTPOBe MO peaku 0oJiecTH B
bbarapus

Mamabure M cepHo3HOCTTa Ha mpobdiema ,,penku Oosxectu” OUBaT BCE MO-ACHO
OCh3HABaHM OT o0OmecTBOTO. Ilpe3 mocnenHuTe TOOMHM TO3M BBIPOC € OOEKT Ha
L[eJICHaCOYEHH 3/IpaBHU MOJUTUKHU U CTpaTeTUU KaKToO Ha HUBO EBporneiicku cbio3, Taka u
Ha HaIOHAJIHO HUBO y HAC.

EnuH OT KIIOYOBHUTE MOMEHTH B CIIPAaBSIHETO C PEIKUTE OOJECTH U MPOM3THYAIUTE
npoOJeMH ca eKCIIEPTHUTE LEHTPOBE MO penku Oonectu. ToBa € KOHIENIUs, KOSITO 32
KpaTKO BpeMe pa3rbpHa CBOS IMOTEHIIMA B PeIMla CTPAHU-UJICHKU U € Ha ITBT Ja HaMepH
CBOETO MACTO Yy Hac. AHaJIM3bT HA IEMHOCTTAa Ha CHIIECTBYBAIMTE IIEHTPOBE B EBpoma
HAJUIEKHO J0Ka3Ba HEOOXOOUMOCTTAa OT MYJITUAUCUMIUIMHAPEH IOAXOJ M TACHO
OOBBp3BaHE HA EKCIEPTHHUTE IIEHTPOBE ¢ (PU3MKATHATA U PEeXaOMINTAIIMOHHA MEIUIHA
KaTo J0Ka3aHO CPeJICTBO 3a MOJ00psBaHE HAa KAayeCTBOTO HA JKMBOT Ha MAllMEHTHUTE.
Te3u 3akmroueHus cieiBa Aa ObJaT OTUYETEHU M MPUIIOKEHHU y HAC MPHU peryianusata u

(YHKIIMOHUPAHETO HA KCIIEPTHUTE LIEHTPOBE IO PEIKU OOJIECTH.

Perspectives for establishing of expert centres for rare diseases in Bulgaria

The society is increasingly aware of the scale and the severity of the rare diseases’
problem. In recent years, these topics have been a subject of purposeful health policies
and strategies both in the EU and on national level in Bulgaria.

The centres of expertise on rare diseases are one of the key moments in addressing and
solving rare diseases’ issues. This is a concept which for a short time has evolved its
potential in various countries and it is on track to find its place here. The analysis of the
existing centres in Europe clearly demonstrates the need for a multidisciplinary approach
and a close connection of the centres of expertise with the physical and rehabilitation
medicine as a factor for the improvement of the quality of life ot the patients. These
conclusions should be considered and applied in Bulgaria when regulating and operating

the centres of expertise on rare diseases.
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15. | 2011 Miteva TS, Jordanova R, Iskrov G, Stefanov R. General knowledge and
awareness on rare diseases among general practitioners in Bulgaria.
Georgian Med News. 2011 Apr;(193):16-9.

O0mm mno3HaHusi M MHPOPMHPAHOCT 3a  peakurTe  0ojiectTH  cpej
o01oNpaKTUKYBAIUTE Jiekapu B bbarapus

Penxure 3ab0msiBaHus ca cepro3eH MpoOieM 3a OOIIEeCTBEHOTO 3ApaBe U MPEICTaBISIBAT
3amiaxa 3a 37paBero Ha rpaxkganuTe Ha EC. BaknHa pons B obnmacTra Ha peakuTe
3a00BaHUs UMAT MEAUIIMHCKUTE CHEIUATUCTH, KOUTO AUArHOCTUIMPAT U HAOII01aBaT
xona Ha 3a0omsiBaHeTo. OONIONMPAaKTUKYBAIUTE JIEKapH OOMKHOBEHO Ca IIBPBUTE, KOUTO
uaeHTuguIupaT ,,HeoOMJaifHU MAIMEeHTH, KOUTO MOoraT Ja UMaT PsAKO 3a00JsBaHE.
HNudopmupaHocTTa U O3HAHKSITA HA TUYHUTE JIEKAPH OTHOCHO PEIKHUTE 3a00IIIBaHUS ca
¢dakTop 3a HaBpeMEHHaTa W TOYHA JAMarHo3a W aJeKBaTHOTO JIEYEHHE Ha Te3H
3abonsBanusg. Mexnay sHyapu u mMapT 2008 1. e mpoBeneHo TeaehOHHO MHTEPBIO CPEIl
oOIIONpakTUKyBaIu Jekapu B bwirapus. MsrorBena e ankera ot 10 BbIpoca 3a
oTpeseiTHe HUBOTO HA MO3HABaHE M OCBEJIOMEHOCT 3a peAku 3aboisiBaHus. JlaHHUTE ca
cratuctuaecku oopadoreru ¢ SPSS Bepcus 9.0 (SPSS, Inc., Yukaro, IL). OtroBopute Ha
aHKETUPAHUTE JIeKapu MOKa3BaT HUCKO HUBO Ha 3HaHMSA W uH(opmupaHocT. Tosa
03Ha4aBa, 4e OOMIOMPAKTUKYBAIIUTE JICKApU OT CUCTeMara Ha MbPBUYHATA MEIUIIMHCKA
oMot B beirapust He 6Mxa MOTJIM J1a OCUTYPSIT JOCTAThYHO KauyeCTBEHA U HaBpEMEHHA
cnenudruna uHGOpMAIHS Ha CBOUTE MAlMEHTH ¢ peaku 3abomsiBanus. HeoOxomuma e
KaMIlaH{s 3a T[OBHUIIABaHE Ha HWHGOPMHUPAHOCTTa Ha OOUIONMPAKTHUKYBIIHUTE JIEKapU

OTHOCHO pelKUTe OOJIECTH.

General knowledge and awareness on rare diseases among general practitioners in
Bulgaria

Rare diseases are a serious public health problem and are a threat to the health of EU
citizens. Important role in the area of rare diseases have the medical specialists who
diagnose and monitor the course of the disease of each patient. General practitioners
(GPs) are usually the first to identify "unusual" patients that might have a rare disease.
The GPs awareness and knowledge about rare diseases is a strong factor for the timely

and accurate diagnosis and adequate treatment of rare diseases conditions. A telephone
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interview was conducted among the GPs in Bulgaria between January and March 2008. A
set of 10 questions with pre-defined answers was constructed and offered to the GPs in
order to determine their level of knowledge and awareness of rare diseases. Data were
statistically processed using specialized software SPSS version 9.0 (SPSS, Inc., Chicago
IL). The responses of surveyed doctor indicate a low level of general knowledge and
awareness. This means, that GPs from the primary health care system in Bulgaria could
not provide sufficient in quality and timeliness specific information to their patients with
rare diseases. A campaign for increasing the awareness of GPs about rare diseases is

needed.
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III. MOHOI'PA®US, KOATO HE E IPEJCTABEHA KATO OCHOBEH
XABMJIMTAIIUOHEH TPY [

Ne | 'ogmHa Iy6oaukanus

16. | 2017 Hckpos I', MuteBa-Karpanmkuesa L, Ctedpanos P. bromxkeTrno
BB3/ICHCTBUE HA JICKAPCTBEHHUTE TEPAINH 3a peku Oonectu B brarapus.
Makpoc, [Tnoenus, 2017 (ISBN 978-954-561-431-6)

Broa:keTHO Bb3€iicTBHE HA JIEKAPCTBEHHUTE Tepanuu 3a peakn 0osectu B bbarapus
MouorpaduyHUAT TPy ChIbPrKa CICTHUTE TPH U3CIIEOBATEIICKH KOMIIOHEHTA.
KommoneHT A wma 3a [en Ja HampaBu KPUTUYEH 0030p Ha JOCThIA N0 JIEKapcTBa
cupaiii B bbiarapus u aHanu3upa 3aKbCHEHHETO B JOCTbHA 10 TiaX. [IpoyuBanero
JOKJIa/iBa 32 HAJIMYHUTE JIEKapCTBA CUpaAly HAa €BPOINEUCKO HUBO M YaCTTa OT TSIX, KOUTO
ca JOCTBIIHM HAa HAIMOHAJIHO HUBO y Hac. M3cimenBaHeTro pasriiekga U aKTyaTHUTE
METOAOJOTUYHU Tpeau3BUKaTencTBa npu mnpuwiaranero Ha HTA nmo oTHomieHue Ha
WHOBAaTHUBHUTE MEIWKAMEHTH 32 PEIKH 3a00JsIBAHHS, YUETO aJCKBATHO aJpecHUpaHe ¢
KIIF0UOB (paKTOp 3a KpalHUs JOCTHI Ha MAllMEHTUTE JI0 JIeueHHe. AHaIU3bT ce PoKycupa
BBpPXY pPOJSATa M 3HAYEHUETO Ha JBara Boaemn kpurtepus 3a HTA — knuHMYHara u
WKOHOMHMYECKaTa €(QEeKTUBHOCT Ha CHOTBETHATa 31ApaBHA TexHojorws. O0oO0maBar ce
Hal-4eCTO CPEIIaHUTE MPAKTUYECKU MPOOJIEMU MPHU YCTAHOBSIBAHETO U OIICHSBAHETO Ha
KJIMHUYHATa U UKOHOMHUYECKaTa e(eKTUBHOCT Ha MHOBATUBHUTE JIEKAPCTBEHH Teparuu
3a peaku 3a00isBaHUs, KAaKTO M C€ IMPEACTaBAT JOOPHUTE MPAKTUKU 33 TAXHOTO
MIPEOJI0JIsIBAHE.

Kommnonent b nMa 3a 1ienn ga oneHu BB3I€HWCTBUETO HA M3BHHOOTHUYHHUTE JIGKAPCTBEHU
Tepamnuu 3a peaKu 0oJiecT BbpXy obmust 0roxeT 3a JekapctBa Ha H30K mexay 2011 1.
n 2014 r., kakTo U 13 uaeHTUGUIMpa KI0UoBUTE (HaKTOPpHU 3a pa3Mepa U TUHAMHUKaTa Ha
TO3U TMoKa3zarei. M3ciaeaBaneTo oyepraBa 3HaYEHUETO HAa HAJIMYHOCTTA M JOCTBIIHOCTTA
Ha JICKaPCTBEHUTE TEpaNHM 3a PEAKU OOJECTH BBHPXY pa3Mepa Ha CPEeIHUTE Pa3Xxoiu U
Oposi JIeKyBaHU MalueHTH. V3BbpiueH € 0030p Ha MHCTPYMEHTHUTE 3a yNpaBieHHE Ha
HECUTYPHOCTTa Ha OIO/PKETHOTO BB3JEHCTBUE HA JIEKAPCTBEHUTE TEPAMU 32 PEIKH
0orecTu, J0Ka3alln CBOSITA MPUIOKUMOCT B €(DeKTHBHOCT B IPYTH CTPAHHU.

Kommonenr B wumma 3a men ga waeHtuduuupa, aHamu3upa W TMPEACTaBH JTOOpUTE

MPaKkTUKU 3a JOCTHII Ha TMAIMEHTHUTE C PEeAKH OOJeCTH MO0 JIeKapCTBa CHPAIIH.
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W3cnenBaHeTo BKIIIOYBA aHKETHO NPOYYBAHE CpEN TPEACTABUTEIN Ha 3/PAaBHHUTE H
peryJaTopHHUTE OpraHu OT cTpaHHTe-wieHkH Ha EC, KakTo M 0030p Ha HaydYHaTa
TuTepaTypa W HOpMaTHMBHaTa 0a3a 1O Te3W BbBIOpocH. [IpoyduBaHeTo aHANIH3Mpa
[JI0OCTHATA paMKa 3a PETUCTPUpAHE, OICHKAa W PEeHMMOypCHUpaHe Ha Te3W MPOAYKTH,
OCHOBHHTE [I€HCTBAlM JIMIA, TEXHUTE IENU, 3aJaud M TPAaBOMOIIUS, HAYMHUTE 32
nyonuyHO (UHAHCHpAHE Ha TepanmuuTe 3a pefaku Oosectu. CrenuaneH akIeHT Ha
KOMIIOHCHTa € H3y4aBaHETO Ha T.HAp. CIOpPa3yMEHHUs 3a CHOJEISIHE Ha pUCKA —
peI/IM6prHI/I MCXaHU3MH, KOUTO CC€ ChbIIaCyBaT U HNpUEMAT CBBMECTHO OT 3ApaBHU
BJIACTH M MHAYCTPUATA. AHATU3BT CPABHSBA TE3W KAUECTBEHM MOKA3aTesy U Ha 0a3a Te3n
pe3yATaTH M3BEXIa KOHKPETHH MPEMOPBKH 3a MOJA00psBaHE Ha JOCTHIIA HA MAIUCHTUTE

C penku OosecTH 10 JeKapcTBa cupauu B bbarapus.

Budget impact of medicinal therapies for rare diseases in Bulgaria

The monography contains three study components which are the following. Component
A aims to review critically access to orphan drugs in Bulgaria and analyse delay in such
access. The study reports on orphan drugs available in Europe and the portion available
nationally. Also, the study looks into topical methodological challenges in HTA
application to innovative medications for rare diseases. Addressing adequately such
challenges is a key factor to securing treatment access of the end-user — the patient. The
analysis focuses on the role and importance of two leading HTA criteria — clinical and
cost-effectiveness of the relevant health technology. The most frequent practical issues in
identifying and assessing clinical and cost-effectiveness of innovative medicated
therapies for rare diseases are summarized. Good practices to overcome these issues are
also presented. Component B aims to assess impact of outpatient medicated therapies for
rare diseases on NHIF total budget for medications in the years 2011 — 2014, and identify
key factors pertaining to the magnitude and dynamic of this indicator. The study outlines
the importance and accessibility of rare disease medicated therapies to the average
expenditure and number of patients treated. Tools to manage budget impact uncertainty
associated with rare disease medicated therapies, proven to be applicable and effective in
other countries are also reviewed. Component C aims to identify, analyse and present

good practices for rare disease patient access to orphan drugs. Representatives of health
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and regulatory authorities in EU Member States are surveyed. Relevant scientific
literature and regulations are reviewed. The overall framework of product registration,
assessment and reimbursement, principal actors, actors’ objectives, tasks and powers, and
public funding modalities for rare disease therapies is analysed. Special emphasis is given
to the so-called risk-sharing agreements — reimbursement mechanisms, negotiated and
adopted jointly by health authorities and industry. The analysis compares these
qualitative indicators and on the ground of the outcomes draws up concrete

recommendations on improving rare disease patient access to orphan drugs in Bulgaria.
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IV.  TIYBJIMKAIIUU B HAYYHMU U3JJAHUSA, PEOEPUPAHU U
NHAEKCHPAHH B SCOPUS U WEB OF SCIENCE

Ne | 'ogmHa Iy6oaukanus

17. | 2019 Iskrov G, Vasilev G, Mitev M, Nikolova R, Stoykova M, Stefanov R.
Practice Patterns for Early Screening and Evaluation for Autism
Spectrum Disorder Diagnosis in Bulgaria. J] Autism Dev Disord. 2019
Aug 14. [Epub ahead of print]

Practice patterns for early screening and evaluation for autism spectrum disorder
diagnosis in Bulgaria

The aims of this study were to describe the practice patterns for early screening and
evaluation for ASD diagnosis in Bulgaria, as well as to identify potential barriers and
facilitators in this process. We surveyed a sample of pediatricians and pediatric
psychiatrists to analyze the use of standardized instruments, application of biomarkers,
parental collaboration and future policy prospects. We found a significant support for the
idea of a national program for ASD in Bulgaria. These insights provide an evidence-
based analysis that could help improve services, guide research and inform policies in
regard to ASD. Further work is necessary to better understand other stakeholders'

opinions and perspectives, especially those of patients and their families.

IIpakTuKH 32 paHeH CKPUHUHI M JMATHOCTMYHA OLEHKA HAa pa3CcTpoiicTBa Ha
AyTHCTUYHMSA CNEKTHP B buarapus

ToBa npoyuBaHe MMa 3a 11eJ1 Ja OMUIIIe MPAKTUKUTE 3a PAHEH CKPUHUHT U AUaTHOCTUYHA
ornenka 3a PAC B bwiarapus, kakTo U 1a HWACHTHPUIMPA MOTSHIUATHUTE Oapuepu U
dacunuraropu B To3u nporiec. M3cneaBana e u3Baaka oT MeJuaTpu U AeTCKU ICUXUATPH,
3a Jla c€ aHaJIM3Upa U3IMOJI3BAHETO HA CTAaHAAPTU3UPAHU MHCTPYMEHTH, NPUIIATaHETO Ha
OroMapKepHu, CTENEeHTa Ha POJUTEICKOTO ChTPYAHHUUECTBO U OBbACIINTE MEPCIIEKTUBH 3a
MOJIMTUKM B Tazu obOmact. KoHcratupana e 3HayWTeNHa MOAKpena 3a uiesTa 3a
HanuoHanHa nporpama 3a PAC B bearapusa. Ilomyuenure pesynraTé NpenoCTaBST
aHaJM3, OCHOBAH Ha JIOKA3aTeJICTBA, KOWTO MOXeE Ja IMOMOrHe 3a MoJo0psBaHE Ha
YCIIYTUTE, HAyYHUTE W3CJICIBaHMS U OJUTUKUTE TIo oTHOIIeHue Ha PAC. Heo6xonnma e
Mo-HaTaThIIHA paboTa 3a Mo-A00po pazdupaHe HA MHEHHETO Ha JPYTH 3aUHTEPECOBAHU

CTpaHU, 0co0eHO Ha HNalMCHTUTE U TCXHUTC ceMeiicTna.
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18. | 2019 Iskrov G, Vasilev G, Stefanov R. What could gene therapies learn from
orphan drugs’ post-regulatory approval access in the EU? Expert Opin
Orphan Drugs. 2019 Sep 5. [Epub ahead of print]

KakBo morar ga HayyarT reHHHTE TepalUMH OT IOCT-MAapKeTHHI [A0CTbIA [0
JekapcrBa cupauu B EC?

JlekapcTBeHMTE TPOAYKTH 3a TI€HHAa Tepamus MoOrar Ja IIPOMEHAT JAPacTUYHO
TepaneBTHYHATA Mapajurma Mpu pazIndHu 3a0oisBaHus. Bblpeku ToBa, Te€3U Tepanmuu
UMaT U3KJIYUTETHO BUCOKA IIEHA M C€ OYaKBa J1a MPEeAN3BUKAT 3HAUUTEJIHU OI0KETHU
pa3MecTBaHUs.

Ien: Ta3u cratug uma 3a Lell 1a IPOYyYH IIOCT-MAPKETUHT JOCTBIIA 10 T€HHU TEPAIlUU B
EC. Pa3paboTreHa e aHaIMTHYHA paMKa 3a CTPYKTYpHpaHe Ha 0030pa OKOJIO TPU OCHOBHH
BBIPOCA — KIMHUYHA €(PEeKTUBHOCT U OE€30MaCHOCT, COLMAJIHU MPEANOYNTAHNS, HAUUH Ha
3amiamane. Hakpas ca HanpaBeHHM Napajield MeXAYy T€HHUTE Tepalnuu M JIEKapcTBa
CUpALHY.

ExcneprHo MHenue: JlocTbnbT 10 reHHuTe Tepanuud B EC e B cuTyauus, B KOSATO
JeKapcTBaTa CHpald C€ HaMupaxa Inpeaud JeceT TroauHu. ToraBa OCHOBHOTO
IIPEIU3BUKATENICTBO O€ HE Jajlu J1a ce Jajie MIPUOPUTET Ha PAJKOCTTA, a Jla Ce Ch3Aanar
MEXaHU3MHM 3a OLIEHKA Ha CTOMHOCTTA Ha JIEKapCTBaTa cupauyu. ENMHCTBEHUAT pa3zyMeH
Ha4yuH Jia ce IpueMe IM0-BUCOKA OLIEHKA HAa I€HHUTE TEepaluH € 4pe3 J0Ka3aTelCTBa OT
peannus cBsaT. Komnanuure TpsOBa Ja cb31aaT MEXaHU3MU 3a JOCTHI Ha MALUEHTH, 3a
Jla IEMOHCTpUpPAT CTOMHOCT 3a BIIOKEHUTE (DMHAHCOBU CpE/CTBA NpU peuMOypCHpaHe.
[TanueHTCKUTE PETHCTPU U E€KCIIEPTHUTE LIEHTPOBE MOraT Ja JONBJIHAT TO3U IPOLEC.
TaxbB onuT Bede € HAJIMUYEH B 00JaCTTa HAa peIKUTe 3a00JIIBaHUS U JIEKapCTBaTa CHpAIH.
ToBa Moke Ja Aane rojsiMO MPEIUMCTBO HAa T'€HHHUTE TEpanmuu Npu JedUHHUpaAHE Ha

TEXHUS MMOCT-MAPKECTUHT JOCTHII.

What could gene therapies learn from orphan drugs’ post-regulatory approval
access in the EU?
Introduction: Gene therapy medicinal products (GTMPs) have the potential to

dramatically change the therapeutic paradigm in various conditions. However, these
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therapies do come at significant costs and are expected to produce substantial budget
offsets.

Areas covered: This article aims to explore the rationale of post-regulatory approval
access to GTMPs in the EU. An analytical framework was developed to structure the
review around three underlying issues — clinical effectiveness and safety, societal
preferences, coverage modalities. Finally, parallels were drawn between GTMPs and
orphan drugs.

Expert opinion: Post-regulatory approval access to GTMPs in the EU is now in a
situation, where orphan drugs used to be ten years ago. Back then, the main challenge
was not whether to prioritize rarity, but to create mechanisms for assessment and
appraisal of orphan drugs’ value. The only reasonable way to accept a higher valuation of
GTMPs is through real-world evidence. Companies need to establish patient access
mechanisms in order to demonstrate a value for money. Patient registries and centers of
expertise could complement this process. Such experience and expertise are already
available in the field of rare diseases and orphan drugs. This could be a real head start for

GTMPs’ post-regulatory approval access model.
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19. | 2019 Baltussen R, Marsh K, Thokala P, Diaby V, Castro Jaramillo H, van der
Cleemput I, Garau M, Iskrov G, Manesh A, Mirelman A, Mobinizadeh
M, Morton A, Tringali M, van Til J, Valentim J, Wagner M, Youngkong
S, Zah V, Toll A, Jansen M, Bijlmakers L, Oortwijn W, Broekhuizen H.
Multi criteria decision analysis to support HTA agencies — benefits,
limitations and the way forward. Value Health. 2019 (mox neuar)

MHorokpuTeprueH aHa/Iu3 32 B3eMaHe Ha pellleHHe B NOJKpeNna HAa areHUUMTEe 32
HTA — noJi3u, orpannyeHus ¥ IbT HANIPe

[len: To3u MOKyMEHT MpenocTaBsi HACOKU 3a u3noj3zBaHeto Ha MCDA B koHTekcTa Ha
HTA.

Mertoau: Pazpaborena e tumosioruss Ha MCDA mnpoyuBaHust U J00OpU TPaKTHKH.
IIpernenanu ca 37 mpoyuBanus, npoBeaeHu B mepuona 1990-2018 r., u ca u3BeneHH
MPENOPBHKH 3a 100pH MPAKTUKH.

Pesynratu: Wnentudunupaxme tpu tHna MCDA: kauectBen MCDA, KoJudecTBeH
MCDA u MCDA c npaBwia 3a B3eMaHE Ha pelleHHe. PaznuuHuTe TUNOBE MMAaT
pa3IMyYHO MPEACTABSHE M0 OTHOLIEHHE HAa KayeCTBO, MOCIEN0BATEIIHOCT U IIPO3PAYHOCT
Ha HTA npenopbkure. IlpenopruBa ce HTA areHumuTe BHHArd naa BKIIOYBAT
ChBeEILATEJIeH KOMIIOHEHT MpH B3€MaHe Ha pelieHue. AreHuuuTe TpsOBa Aa mpuiiaraT
kauectBeH MCDA karo muHumyM. HM3nonsBanero Ha komuuectBeH MCDA Hocu
JOIBJIHUTEIHU II0JI3M, HO CBINO Taka Cbh3JaBa M NPAKTHUUYECKH IPEIU3BUKATENICTBA.
MCDA ¢ npaBuiia 3a B3€MaHe Ha PENICHUs], U3MOJI3BAHU OT areHUMUTE B XOJaHIusd U
OO0enMHEHOTO KPaJICTBO W OOWKHOBEHO HApUYaH CTPYKTYypHUpPaHO OOCHKIaHe, HMa
MOTEHIMAJ Ja 1MoA00pH olle noBede GopMyTUpaHeTO HA MPETOPHKUTE, HO BCE OIIE HE €
MI0JUTO’KEHO HA IIUpPOKa ynoTpeda U OLeHKa.

3axmouenne: MCDA npurexasa rosissM noTeHIMan 1a nojakpens areHuuute Ha HTA B
OTIpEeETHETO HAa MPUOPUTETH B 3/IpaBEoIa3BaHETO, HO MpUIaraHeTo My TpsiOBa na Obae

moA00pEHO.
Multi criteria decision analysis to support HTA agencies — benefits, limitations and

the way forward

Objective: This paper provides guidance on the use of MCDA in HTA context.
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Methods: We developed a typology of MCDA studies and good implementation practice.
We reviewed 37 studies over the period 1990-2018 on their compliance with good
practice, and developed recommendations.

Results: We identified three MCDA study types: qualitative MCDA, quantitative MCDA
and MCDA with decision rules. The types perform differently in terms of quality,
consistency, and transparency of recommendations on health care priorities. We advise
HTA agencies to always include a deliberative component. Agencies should, at a
minimum, undertake qualitative MCDA. The use of quantitative MCDA has additional
benefits but also poses design challenges. MCDA with decision rules, used by HTA
agencies in the Netherlands and the UK and typically referred to as structured
deliberation, has the potential to further improve the formulation of recommendations but
has not yet been subjected to broad experimentation and evaluation.

Conclusion: MCDA holds large potential to support HTA agencies in setting health care

priorities but its implementation needs to be improved.
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20. | 2019 Iskrov G, Stefanov R, Ferrelli RM. Health systems for rare diseases:
financial sustainability. Ann Ist Super Sanita. 2019; 55(3):270-275
[Epub ahead of print]

3apaBHM CHCTEMH 32 peAKHU 3200/19BaHUsA: PUHAHCOBA YCTOWYHUBOCT

BoBenenne: Pasnpenenenuero Ha MyOIMYHHUTE Pa3Xxod 3a 37paBe 3aBUCH OT Pa3InuHU
(dakTopu — OT TEKECT Ha 3a0O0JSIBAHETO M CUCTEMHH MPUOPUTETH JO OPraHU3alUOHHU
acmeKkTH U pa3xoju. B nHemHo BpeMe MouYTH BCUYKH 3/IpaBHM CHCTEMHU Ca U3MPaBEHU
Mpejl CEpUO3HM TPEIU3BUKATENICTBA 3a TAXHATa YCTOWYMBOCT. ToBa Baxku 0COOEHO 3a
penkute 3a00JsBaHMs, KBJETO OMNPENSISIHETO HAa TPUOPUTETHUTE BKIIIOYBA CIIOXKEH W
4eCTO MPOTHBOPEYUB U300p, HATOBAPEH C PA3IMYHU ACIIEKTH Ha CTOMHOCTTA.

Meron: TeopermyHata pamka Ha Ta3u paboTa ce OcHOBaBa Ha ,,CbCTOSHHUETO Ha
3apaseto B EC”, AByrojauiiiHa MHUIMATHUBA, Mpeanpuera or EBponerickata KOMHCHUS U
paszpaboTeHa B ChTpyaHHUYECTBO ¢ OpraHu3anusira 3a HKOHOMHYECKO ChTPYAHHYECTBO U
pasButue u EBpomneiickaTa o6cepBaTopus 3a 3IpaBHU CUCTEMH U ITOJTHTHUKH.

Pesynratu: HdoknansT 3a 2017 r. uneHTH(dUIUpa MET MEXIYCEKTOPHH IpodiiemMa 3a
YCTOMYMBOCT — TMPOMOIMS Ha 3APaBETO M TPEBEHIMS Ha 3a00JsBaHHATA, THPBUYHA
MEIUIIMHCKA TIOMOII, HHTETPUPAHK TPIDKH, TJIAHUPAHE W MPOTHO3MpPAHE Ha 3JIpaBHATA
paboTHa cuia, TMYHOCT-IIEHTPUPAHU 3[PaBHU JaHHH.

[Ipenopwvku: Penkure 3alonsiBaHust ca €AMH OT MNPUOPUTETHTE HA MPOTrpaMUTE Ha
O6mHOCcTTa 32 M3cnenBanus u passutue. EC ctumynupa peauia neicTeus B odjacTra Ha
penkure Oosiectd. Te3n MPOEKTHU NEHHOCTHM OWXa MOTJIM Ja Ch3JaZaT OCHOBH 3a
MPAKTUYECKO CHTPYIAHUYECTBO M OOMEH Ha 3HAHUS U OMUT MO HICHTHU(PUIIMPAHUTE TET
KJIFOUOBH MPEAU3BUKATEICTBA 32 YCTOMYMBOCTTA Ha 3APABHUTE CUCTEMH Ha Ibp>KaBUTE-

yineHku Ha EC.

Health systems for rare diseases: financial sustainability

Introduction: Distribution of public spending on health depends on a variety of factors,
from disease burden and system priorities to organisational aspects and costs. Nowadays,
virtually all health care systems face serious sustainability challenges. This is particularly
true for rare diseases, where priority setting involves complex and often controversial

value-laden choices.
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Method: The theoretical framework underlying the approach of this work is based upon
the State of Health in the EU, a two-year initiative undertaken by the European
Commission and developed in cooperation with the Organisation for Economic Co-
operation and Development and the European Observatory on Health Systems and
Policies.

Results: The 2017 report identified five cross-cutting sustainability issues: health
promotion and disease prevention, primary care, integrated care, health workforce
planning and forecasting, person-centred health data.

Implications and recommendations: Rare diseases have been one of the priorities of the
Community’s programmes for research and development. The EU has stimulated a series
of actions in the field of rare diseases. These project activities could set up the practical
cooperation and come up with the knowledge to translate and to work on the identified

five key challenges of EU Member States health systems’ sustainability and resilience.
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21. | 2019 Iskrov G, Greenberg D, Yakimov I, Cholakova H, Stefanov R. What Is
the Value of Innovative Pharmaceutical Therapies in Oncology and
Hematology? A Willingness-to-Pay Study in Bulgaria. Value Health Reg
Issues. 2019 May 17. pii: S2212-1099(19)30059-7.

KakBa e cToiiHOCTTa HA UHOBATHBHHUTE JIEKAPDCTBEHH TEPANMH B OHKOJOTHATA U
xemartoJsioruata? IIpoyuBane Ha roTOBHOCT 3a 3amjiamane B bbarapus

Ien: Llenta Ha TO31 0030p € Ja ce aHAJIM3UPAT BB3TJIEIUTE HA OBJITapCKUTE OHKOJIO3H U
XEMaTOJIO3W OTHOCHO CTOMHOCTTa Ha MHOBAaTHUBHUTE JIEKAPCTBEHHM TEPANHMM B TIXHATA
KIIMHUYHA 00JIaCT.

Meronu: JIekapure ca IOKaHEHU Ja pas3riefaT XUIIOTETUYEH CLEHAPUH C yIbIKaBaHE Ha
KUBOTAa U J]a MOCOYaT KaKBO MHHHUMAJHO IMOJOOpEHHE B CpelHaTa MpPEexHUBSEMOCT OU
TpsOBaJIO Ja reHepupa HOBO JIEUEHHE, 3a Jla ro IMpenopbyar Mpeja TeparneBTHYHATa
alTepHaTHBa KbM MOMEHTA. PECOHAEHTUTE CHINO TPsOBA N1a MOCOYaT Hal-BHUCOKATa
[[eHa, IPU KOSITO OMXa Mpenophyajr HOBa Tepamusi, KOSATO MoJ00psiBa CBBP3aHOTO ChC
3npaBeTo kadectBo Ha kMBOT (HRQoL) Ha mammeHTa, HO HE OKa3Ba BJIMSHHE BBPXY
npexuBsieMocTra. OTroBopuTe ca H3IMOJI3BAaHU 32 HM3YUCISIBAHE HAa HWHKPEMEHTAIHO
choTHOLIeHUE Ha pa3xoaute U noisute (ICER) 3a Bceku cuienapuid.

Pesynrtatu: B cuenapust 3a yabikaBaHe Ha IPEKUBSEMOCTTa YUYaCTHULIMTE MocoyBaT 12-
MeceuHO TmojoOpeHue, 3a na Obae penMOypcHpaHa HOBa Tepamus C JOMBIHHTEIICH
pazxon ot 50 000 eBpo, KOETO Mmpeanoara roTOBHOCT 3a 3aruianiaie B pasmep Ha 50 000
eBpo 3a enuuuna creyeneHa QALY. B cuenapus 3a moBumaBane Ha HRQoL
aHketupanute nocousar pasxox or 100 000 eBpo 3a cmeuenena eaununa QALY.
HaGmronaBano e 3HauMTENHO paznuuue npu otropopute. Berpekn ve cpennusat ICER 3a
no-1006p HRQoL e nBa mpt mo-Bucok ot cpeanusi ICER 3a mo-abara mpexuBseMocT,
5% cps3aHUTE CpPEeNHM CTOMHOCTH Ca IMOYTH pPaBHHU. YYACTHULWTE HE CUMTAT, Y€ 3a
JIeYCHUE Ha JIela WK 3a peaku 3a0osBaHus TpsiOBa 1a ce n3non3sa mo-sucok ICER.
3akmouenue: KoHcTaTupana € BHCOKa TOTOBHOCT 3a 3alUlalllaHe 3a HWHOBAaTHUBHU
JeKapcTBa B OHKOJIOTHUATA W XemaTojorusita. HaOnrogaBaHHMST IIHUPOK CHEKTBHP OT
OTroBOpH 00ade KOCBEHO IpeJoiara 3a JUIca Ha KOHCEHCYC OTHOCHO M3MOJI3BaHETO Ha

¢ukcupanu nparose 3a ICER B bearapusi.
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What Is the Value of Innovative Pharmaceutical Therapies in Oncology and
Hematology? A Willingness-to-Pay Study in Bulgaria

Objectives: To analyze the views of Bulgarian oncologists and hematologists regarding
the value of innovative pharmaceutical treatments in their clinical area.

Methods: Physicians were invited to review a life-prolonging scenario and to indicate
what minimum improvement in median survival a new treatment would have to generate
for them to recommend it over the standard of care. Respondents were also asked to state
the highest cost at which they would recommend a new therapy that would improve
patient's health-related quality of life (HRQoL) but would have no impact on survival. In
addition, physicians were asked whether they would consider different responses under
certain circumstances. Responses were used to calculate incremental cost-effectiveness
ratios (ICERs) for each scenario.

Results: In the life-prolonging scenario, participants required a median of 12-month
improvement in the survival to reimburse a new therapy at an incremental cost of
€50 000, implying a willingness-to-pay of €50 000 per QALY gained. In the HRQoL-
enhancing scenario, respondents indicated a €100 000 median cost per QALY gained. We
observed a significant variation in responses. Although the median ICER for better
HRQoL was twice as high as the median ICER for longer survival, 5% trimmed mean
values were almost equal. Physicians did not believe that a higher ICER should be used
for the treatment of children or for rare diseases.

Conclusions: We found a high willingness-to-pay for innovative drugs in oncology and
hematology. The wide range of responses observed, however, indirectly implies a lack of

consensus on the use of explicit ICER thresholds in Bulgaria.
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22. | 2018 Iskrov G, Eneva E, Vasilev G, Stefanov R, Canal R, Posada M. Early
detection, assessment and interventions in autism spectrum disorders in

Bulgaria — results of focus group discussions with stakeholders. General
Medicine. 2018; 20(3):31-36.

PaHeH CKPMHMHI, OlleHKA W MHTEPBEHUHMH NPH Pa3CTPoOicTBATA OT AYTUCTHYHHS
cnekTbp B bbiarapusi — pe3yjaraTu oT (pOKyc-rpynu cbc 3aMHTEPeCOBAHUTE CTPAHU
CepiiecTByBaT Tpu HHBA Ha mpodecHoHallHa TOMOII TpPHU pa3CTpOHCTBaTa OT
ayructuunus crektbp (PAC) — ckpwHHMHT, OlleHKa (BKJIIOYBAIAa W TIOCTAaBSHETO Ha
JMarHO3a) ¥ MHTEpBEHIMH. PaHHATA OLIEHKAa M JUarHo3a CrocoOCTBAT 32 paHHO HAYallo
Ha MePCOHATM3UPAHN U KOOPIMHUPAHA HHTEPBEHIINH C IeJT HAChpUaBaHe Pa3BUTHUETO HA
JeTeTo. 3a Ja ce CTUTHE JI0 paHHa OIIEHKa U AuarHo3a o0adye, KIIOYOBO 3HAYCHHE MMa
PaHHOTO OTKPUBAHE HA CYCIIEKTHH CIy4aH.

HacrosmaTa myOnukanusi mpecTaBsi ONMKMTa U Harjacute Ha poauTenu Ha gemna ¢ PAC,
JOCTABYUII HAa MEAWIIMHCKU W 3JIPaBHU YCIYTH, JOCTABYMIIM HAa COLMATHH YCIYTH
OTHOCHO BB3MOXKHOCTHUTE M MEPCHEKTUBUTE 32 PAaHEH CKPUHUHT, paHHA OILEHKA M PaHHU
untepBeHuu 3a PAC B boearapus. IlpoBenenu ca ¢Goxyc-rpynu ¢ mpencTaBUTENN Ha
Te3W TPU 3aMHTEPECOBAHU CTpaHW. KpUTHUHUAT aHAIM3 UMa 3a Mel Ja UIACHTH(HIMpa
OCHOBHHTE TMpOOJIEMH, KaKTO M Ja U3BeJe KOHCEHCYCHH HACOKM 3a TAXHOTO
MPeoOIsIBaHE.

HapacrtBamata 0osiecTHOCT M MOBHILIEHATa YYBCTBUTEIHOCT Ha OOIIECTBOTO HajaraT
NIPEOCMHUCIISIHE Ha oOuiecTBeHo3paBHaTa napaaurma 3a PAC y nac. OOGyyeHuero Ha
CTIELUANNCTH U poauTenute Ha aeua ¢ PAC umar kirouoBo 3HaYeHHE 32 YCTOWYMBOCTTA
1 e(peKTUBHOCTTA Ha MOJIMTUKUTE B Ta3u obnacT. KoopanHanusata Mex1y HHCTUTYILIUUTE
U MapTHBOPCTBOTO ChC 3aMHTEPECOBAHUTE CTPAaHU Ca BaX€H KOMIIOHEHT 3a HAaydajo Ha

nebat mo Beipocute Ha PAC B bearapust.

Early detection, assessment and interventions in autism spectrum disorders in
Bulgaria — results of focus group discussions with stakeholders

There are three main levels of professional care in autism spectrum disorders (ASD) —
detection, assessment (including diagnosis) and interventions. Early assessment and

diagnosis facilitate early onset of personalised and coordinated interventions to promote
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child development. In this context, early detection of suspected cases is of key
importance in ASD management.

This publication presents the experience and attitude of parents of ASD children and
providers of medical and social care on the opportunities and prospects for early
detection, early assessment and early interventions for ASD in Bulgaria. Focus group
discussions were held with representatives of these three stakeholder categories. The
critical analysis aims to identify the main problems and to draw up consensus guidelines
for future actions.

Growing prevalence and increased societal sensitivity call to reconsider the public health
policy for ASD in Bulgaria. Training of specialists and parents of ASD children is crucial
for the sustainability and effectiveness of actions in this field. Coordination between
institutions and multistakeholder partnerships are important components for starting a

debate on ASD in Bulgaria.
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23. | 2018 Pejcic AV, Iskrov G, Stefanov R. Authors' reply to Rare diseases in
Romania - a response to 'Transposition and implementation of EU rare

diseases policy in Eastern Europe'. Expert Rev Pharmacoecon Outcomes
Res. 2018 Jun 26:1-2.

OtroBop Ha aBropurte KbM Peakm OojiectTu B PymMbHHSA, OTroBOp KbM
» pAHCTIOHMPAHe U MpUJIarane Ha nojutukara Ha EC 3a peaku 6osectu B U3Touna
EBpona“

[IpoyeToxme ¢ ronsiMm uHTepec orroBopa Ha Emunua CeBepuH M ucKaMe aa U
OnmaromapuM 3a TMOAPOOHMS Mperjiea Ha pa3padOTBAHETO HA TOJIUTUKU 3a PEIKHUTE
O6onectu B PympHUS. B JeHCTBUTENHOCT Mpe3 HM3MHUHAIOTO JECETUJIIETHE BCHYKH
M3TOYHOEBPOIIEHCKU IbpXKaBU IMOCTUTHAXa 3HAYMTENIEH HANpeabK IO OTHOLIEHUE Ha
penkute 3a0onsBaHusA. PymbHHS € mnpumep 3a e(eKTHBHO ChTPYAHHYECTBO Ha
pa3IMYHUTE 3aMHTEPECOBAHM CTPAHM HA HAIMOHAIHO HHUBO, KAaTO PYMBHCKHUST
HAIlMOHAJIEH ChI03 32 PEIKU O0JECTHU UTPAae OCHOBHA POJIsl B TE3U AEHHOCTH.

buxMe uckanu na mocTaBUM yJapeHue BHPXY METOJOJIOTHSITAa Ha HAIlIETO MPOYyYBaHE U
MO-CIIEUATHO BbpPXY Ne(pUHUIIMATA U OCHOBHHUS pedepeHTeH M3TOUHHUK, U3IOJI3BaH 3a
WHJMKATOpa HA HAlMOHAIHUS IUIaH / cTpaTterusi 3a penku 3abonsBaHus. Harmmst
METOAOJIOTUYEH MoIXxoA u3nckaa (1) opunmanto npuemane, (2) nydanuHo puHaHCHpaHe
u (3) cnenudurdHu TPUOPHUTETH. Te€3nW TpU KpHUTEpUs CE€ OCHOBABAT HAa M3rOTBEHA U
opunManHO BamuAMpaHa OOIIOEBpOIEHCKa METONOJIOTUS B paMKUTE Ha MPOEKTa

EUROPLAN.

Authors' reply to Rare diseases in Romania - a response to 'Transposition and
implementation of EU rare diseases policy in Eastern Europe'

We read with great interest the response by Emilia Severin and we would like to thank
her for the detailed overview of rare disease policy-making in Romania. Indeed, for the
past decade all Eastern European countries have made substantial progress in this field.
Romania has been an example of effective multi-stakeholder rare disease collaboration at
national level, with the Romanian national alliance for rare diseases playing a major role

in these activities.
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We would like to put stress on the methodology of our study and in particular on the
definition and primary reference source used for the indicator of national plan/strategy for
rare diseases. Under our approach, a national plan/strategy for rare diseases has to be (1)
formally adopted and (2) government-funded plan/strategy, (3) consisting of specific
priorities. These three criteria — formal adoption, public funding, and specific priorities —
are based on the EUROPLAN Project’s ‘Selecting indicators to evaluate the

achievements of RD initiatives’.
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24. | 2018 Pejcic AV, Iskrov G, Jakovljevic MM, Stefanov R. Access to orphan
drugs - comparison across Balkan countries. Health Policy. 2018
Jun;122(6):583-589.

JlocThI 10 J1eKapcTBa CHPAI — CPABHUTEJIEH AHAJIHU3 HAa 0aJIKaHCKUTE CTPAHHU

IlenTa Ha TOBa MpOy4YBaHE € /1a C€ CPaBHU JOCTHIIA JI0 JEKapCTBAa CHUPALM B U3BaJIKa OT
OankaHckH cTpaHu: net ctpanu-wieHkd Ha EC (bbarapus, XbpBatus, ['spuns, Pymbaus,
CrnoBenust) W fABe cTpaHu-KaHaugatu 3a wieHctBo 3a EC (CepOusi, UepHa ropa).
CpaBHUTEIHUAT aHAJIM3 C€ OCHOBaBa Ha CPE30BO NMPOYYBAHE M BKIIOYBA JIEKAPCTBEHU
MPOAYKTH C 00O03HAYEHHE CHUpaK W paspenieHue 3a ymorpebda xkbM 1 ssHyapu 2017 1.
JIOCTBITBT 1O JIEKApCTBAa CHpAlM € NPEAU3BHKATEICTBO B OAJIKAHCKUTE CTpaHu. Tpu
KIbCTEpa ABPKAaBU Ca WACHTH(GHUIMPAHM IO OTHOILIEHWE Ha JOoCThha: I'bpuus u
CrnoBenus (KJIbCTEp C Hal-BUCOK O0O0XBaT Ha JM0CThI), PymbHUA, bbarapus u XbwpBaTus
(cpenen kmbcrep), CopObust m YepHa ropa (KiabcTep ¢ Hal-HUCHK OOXBaT Ha JOCTAHII,
KBJETO 3HauuTeseH Opoit oT ogoOpenu B EC sekapcTBa cupaiy He ca perucTpUpaHu).
Hammyaure myOnu4YHM 37paBHU PECypCH W TMA3apHUAT pa3Mep BEPOATHO ca cpex
JornpuHacsmuTe GakTopy 3a TakuBa HepaBeHCTBa. [IpaBu BreuatsieHue, ye 3HAUUTETHA
gacT oOT pa3pemenute or EMA jekapcTBa cupand JOpH  HAMAT  OQHUITHATHO
pPETUCTPHUPAHU LIEHU B OaJKaHCKUTE CTpaHU. ToBa € Cepuo3eH BBIIPOC, KOMTO MOCTaBs
NAIMeHTUTE C pPeAKH OOJeCTH OT TO3M PETHOH B OCOOEHO YsI3BUMa CHUTYaIlMs.
HeoOxonumo e mo-HaTaThIIHO MOJ00psiBaHE HA JOCTHIIHOCTTA Ha JIEKApCTBAa CHpAIU B
OanmkaHCKUTE  CTpaHU. TpaHCTPAaHMYHOTO  CBHTPYAHMYECTBO B  OOJacTra  Ha
LIEHOOOpa3yBaHETO, OLICHKaTa Ha 3JpaBHUTE TEXHOJOTMUM M JIOTOBapsSHETO Ha

peumOypcupaHe MOXe J1a TOMOTHE 3a CIIPaBsiHE ¢ TE3U MPEIN3BUKATEIICTBA.

Access to orphan drugs — comparison across Balkan countries

The aim of this study was to compare orphan drug access in a sample of Balkan
countries: five EU Member States (Bulgaria, Croatia, Greece, Romania, Slovenia) and
two EU Candidates (Serbia, Montenegro). The comparative analysis was based on a
cross-sectional study and included medicinal products with an active orphan designation
and market authorisation on January 1, 2017. Access to orphan drugs is an ongoing

challenge in these countries. Three clusters of countries were identified in terms of
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orphan drug access: Greece and Slovenia, making the top tier, Romania, Bulgaria, and
Croatia, being in the middle, and EU Candidates, Serbia and Montenegro, forming the
bottom tier, where a substantial number of EU market approved orphan drugs was not
even registered. Available public health resources and market size are probably among
the contributing factors for such inequalities. Sizeable part of EMA market authorised
orphan medicinal products is not even priced in the Balkan countries. This is a serious
issue, which is putting rare disease patients from this region in a particularly vulnerable
situation. There is a need for further improvement in accessibility of orphan drugs in the
Balkan countries. Cross-border collaboration in the field of pricing, health technology
assessment, and reimbursement negotiation of orphan drugs may help to address these

challenges.
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25. | 2017 Iskrov G, Miteva-Katrandzhieva T, Stefanov R. Health Technology
Assessment and Appraisal of Therapies for Rare Diseases. Adv Exp Med
Biol. 2017;1031:221-231.

OneHka Ha 3ApaBHUTE TEXHOJOTMH W B3eMaHe HA pelleHHe 3a 3aljallaHe Ha
TepanuuTe 3a peKH 3a00/1IBaHUs

MHoBaTHBHUTE Tepanmuu 3a peAKu 3a00JsIBAaHHS M OIICHKATa Ha 3[PABHUTE TEXHOJOTHUH
(HTA) cnogenst mHoro cxoacTtBa. M nBete mpeacTaBisiBaT ciaydyad Ha B3aUMOJCHCTBUE
Ha eNMUJEMHUOJIOTHATAa U UKOHOMHUKATa Ha 37paBeona3BaHero. U nBere ca cpaBHUTENHO
HOBU T€MHU B OOIIECTBEHO3paBHA MpaKkTHKa. [ 1BeTe HOCAT MHOTO MpeaU3BUKATEICTBA
IIpel 3auHTEPECOBAHUTE CTPaHU, KOWUTO IIOHACTOSIIIEM THPCAT MHCTPYMEHTH 3a
[O/IIOMaraHeé Ha HaBPEMEHHHUs JOCTBI /0 WHOBATHBHM METOAM 3a JICYEHHE, Karo
CHILEBPEMEHHO IOCTaBAT B pell OIJKETHUTE pa3xolau 3a peaku Oojectu. Eto 3amro
ONTUMHU3UPAHETO HA OLIEHKAaTa Ha HOBUTE TEPaIlU 3a PelKH OO0JECTH € OCHOBEH BBIIPOC
B 3/IpaBHATa MOJIUTUKA 32 peakuTe 3a0onsaBanus. [larmenTrTe U TeXHUTE OJTM3KH OYaKBAT
YIBIDKEHa TPOABDKUTETHOCT M MOJOOPEHO KayecTBO Ha JKUBOT M Bb3IpUEMaT
WHOBaTUBHHUTE 3/pAaBHU TEXHOJOTMHM KAaTO HAuyMH 3a I[IOCTMTaHE Ha Te3W LEeJu.
MHuorokputepuiiHuaT aHanu3 3a B3emaHe Ha pemenue (MCDA) mnpemoctaBs
CTPYKTYpHUpPaH, MPO3padeH MOaX0] 3a UACHTU(HUIIMpaHEe HA MPEANOYNTAHA AITEPHATUBH
C MoMoIlITa Ha KOMOMHMPAHO M3YMCISBAaHE HA OTHOCUTEJIHA CTENEH Ha BAXXHOCT Ha
pa3iIMYHU KPUTEPUU U CTENEH Ha M3MBJIHEHUETO WM. JIaOMPHUHTHT HAa KOHKYpHUpAIU ce
UHTEpPECH M MHOTOOPOMHUTE 3aMHTEPECOBAHU CTPAHU MPABAT MHOBATUBHUTE 3JIPaBHU
TEXHOJIOTUM 3a PEIKH 3a00JsBaHUs OTIUYECH MPAKTUYECKH Ka3yc 3a HMHTErpanusra
mexy HTA u MCDA. To3u Bux Gopmanu3upaHe Ha Mpoleca Ha B3eMaHe Ha PeleHHs
ce BB3MpHUEMa KAaTO CHpPaBEIJIUB U JISTUTUMEH, Bojell 10 OamaHc U chriaacue. MCDA
MPENOCTaBsl Bb3MOXKHOCT 3a JebaT Ha MPUOPUTETUTE Ha IMOJUTUKATa, crienudukara Ha
3[paBHaTa CHUCTEMa M OOIIECTBEHUTE HarJlacHu, KaTo ChIIEBPEMEHHO B3eMa IOJ

BHUMaHHE BB3ACHCTBUETO HA PSAIKOCTTA BbPXY BCUUKU KPUTEPUHU U CHOOPAKEHUSI.

Health technology assessment and appraisal of therapies for rare diseases
Innovative rare disease therapies and health technology assessment (HTA) share a lot of

similarities. Both represent cases of interaction of epidemiology and health economics.
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Both are relatively new topics in public health practice. And both pose a lot of challenges
to rare disease stakeholders who are currently looking for tools to support the timely
access to innovative treatments while putting budget spending in order. This is why
optimisation of assessment and appraisal of new rare disease therapies is a fundamental
issue in rare disease health policy. Rare disease patients and caregivers expect prolonged
life expectancy and improved quality of life and they perceive innovative health
technologies as a rightful way to achieve these objectives.Multi-criteria decision analysis
(MCDA) provides a structured, transparent approach to identify preferred alternatives by
means of combined calculation of relative importance of different criteria and
performance of the alternatives on these criteria. The labyrinth of competing interests and
numerous stakeholders involved is why innovative rare disease health technologies make
an excellent case study of the integration between HTA and MCDA. This kind of
formalisation of decision-making is perceived as fair and legitimate, leading to a balance
and agreement. MCDA provides a stage for a debate of policy priorities, health system
specifics and societal attitudes, while also addressing the impact of rarity on all criteria

and considerations.
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26. | 2017 Pejcic AV, Iskrov G, Raycheva R, Stefanov R, Jakovljevic MM.
Transposition and implementation of EU rare disease policy in Eastern
Europe. Expert Rev Pharmacoecon Outcomes Res. 2017 Oct 10:1-10.

Tpancnonupane u npuiarane Ha nogutukara Ha EC 3a peaku 0osectu B U3rouna
EBpona

BoBenenne: Ilopenuna ot nomutuuecku pemeHuss Ha EC mnpeBbpHaxa peakuTe
3a00NsBaHUs B €IWH OT KPaWbrbIHUTE KAaMBbHH Ha oOOImaTa eBpoIelCcKa 3apaBHA
nonutuka. [Ipueta mpe3 2009 r. npenopbka Ha CbBeTa OTHOCHO ACHCTBHUS B 00JacTTa Ha
peakuTe 3a00JIIBaHUA CIIY>KM KaTO HACOKa 3a OINpeesisiHe Ha Te3U MONUTUKU. J(oKIaabT
3a W3MBJIHEHUE MM o0aue HEe TPEIOCTaBs CPABHUTEICH aHAIM3 MEXKIY OTICIHUTE
CTPaHU-YJICHKHU.

en: M3mon3an e Habop oT 10 mokazarens 3a ONMHCAaHWE W OILICHKA Ha JIEWHOCTUTE B
oOnacTTa Ha peakuTe 00JIecTH B 14 H3TOYHOEBPONICHCKU CTpaHHU.

Excnepren komenTap: Karo ce B3eMaT npeaBu BCUUKH MTOKA3aTeNd, IbP:KaBUTE-YICHKU
Ha EC mnpeBws3Xokaar IbpKaBUTEC-KAHIUIATH W TMOTEHIIMAIHUTE KaHAUIATH I10
OTHOIIICHHE TJIAHUPAHETO W MpUJIaraHeTo Ha IMOJUTUKU 3a pelKu OosiecTu. YHrapus e
Hal-700pUAT M3MBIHUTEN, cieaBaH oT bearapus u Yexwms. Crpanute u3BbH EC
dbopMupaT IHHOTO Ha Ta3W CBOeoOpa3Ha kiacamus. [lokaro npucwhenunsBaneto koM EC
€ OCHOBEH (pacHIUTATOp 3a IUIAHWpAHE W MpHEMaHe Ha TOJUTHKHU 3a pPelKu OO0JIeCTH,
MECTHUTE 3aMHTEPECOBAHM CTPAHU Ca OTKIIOUBALIUAT (PAKTOp 3a YCIEUIHOTO UM
npunarane. EBponelickure pedepeHTHH MpEXH BEPOSATHO Ie ObaaT OBACHICTO Ha
neiiHocTuTe B 06nactTa Ha peaku Oonectu B EC. Te TpsOBa 1a CHHXpOHU3UPAT IIETUTE
CM U Ja ChTPYJAHHMYAT TSICHO C BCHYKM BaXKHHU EBPOINEUCKU TMPOEKTU 3a PEIKU

BaGOHHBaHI/ISI, 3a Ja IIOCTUTrHaT OCJInuTe CU.

Transposition and implementation of EU rare disease policy in Eastern Europe

Introduction: A series of European Union (EU) political decisions have made rare
diseases one of the cornerstones of the common European health policy. Adopted in
2009, Council Recommendation on an action in the field of rare diseases aimed to serve

as a policy-making guideline. However, the implementation report, which followed it,
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neither performed detailed cross-country comparison, nor assessed the impact of the
policies.

Areas covered: A 10-indicator set was elaborated to structure the review and to describe
rare disease activities in 14 Eastern European countries.

Expert commentary: Taking into account all indicators, EU member states outperform
candidate and potential candidate countries in terms of rare disease policy planning and
implementation. Hungary is the top performer, followed by Bulgaria and Czech Republic.
Non-EU countries form the bottom tier, with Serbia being the best ranked among them.
While EU adhesion is a major facilitator for planning and adopting rare disease policies,
local stakeholders are the triggering factor for their successful implementation. European
reference networks are likely to be the future of rare disease activities in the EU. They
need to synchronize and closely collaborate with all important EU projects in the field of

rare diseases if they are to achieve their objectives.
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27. | 2017 Iskrov G, Ivanov S, Wrenn S, Stefanov R. Whole-Genome Sequencing
in Newborn Screening — Attitudes and Opinions of Bulgarian
Pediatricians and Geneticists. Front Public Health. 2017 Nov 20;5:308.

IIb/1HO reHOMHO CeKBEHHpPAaHe NMPU HEOHATAJCH CKPUHHMHI — HAIJIaCM 1 MHEHHMS HA
neAuaTpH M reHeTH M oT bbarapus

Ilen: Ilenta Ha TOBa IpPOyYBAaHE € Ja OLEHM HArjJaCUTe€ M MHEHMITa OTHOCHO
MOTEHLIMAJHOTO M3IO0J3BaHE HAa IbJIHO NeHOMHO cekBeHupaHe (WGS) BBB Bpb3Ka C
TpaguiuoHHus HeoHaTasieH ckpuHUHT (NBS). IlpoBemoxme oHnaiiH mpoydBaHE Cpej
neauaTpu U reHeTuiu oT bearapus. IIpoyuBaHeTo ce OcHOBaBa Ha KOHIENIUATA 3a
HecesekTuBeH WGS 3a BCHUKM HOBOPOJEHH U @HAJIW3 Ha BCUYKU T'€HH.

Pesynratu / 3akmouenue: OOmo 120 or 299 mokaHeHM YYacTHHIM Ca IOIBIHUIH
aHkerara ¢ oOmny mpoueHT Ha mocturHat otroBop 40,1%. JlokaTto mojioBUHATa OT
aHKETHpaHWUTE NeauaTpu noaabpxar cenektuHuss WGS B pamkute Ha NBS, 65,2% ot
TEeHETULIUTE U3pa3siBaT ONpeAeseHU NpuTecHeHMs. [loBedero ydyacTHHMLM Noa4epTaBart,
4ye €TUYHUTE BBIIPOCH €a CBHILO TOJIKOBA BAXKHHU KOJKOTO MEIUIIMHCKUTE, U MIPU30BaBaT
3a MO-CTpOra 3alluTa Ha JIMYHUTE JaHHU. [‘eHeTMuHara KOHCylITauus U
IICUXO0JIOTMY€ecKaTa MOJKpENa Ha ceMelcTBaTa ca CIIOMEHATH KaTo KJIKOYOBH €JIEMEHTH
npu WGS u NBS. He3zaBucumo OT TOBa, KaKTO MeAUATPUTE, TaKa U TEHETUIIUTE CMATAT,
ye NBS B bbirapus Moke 1a ObJie JOIBIHUTEIHO Pa3BUT, KaTo ceaekTuBHUAT WGS ce
npejiara Kato MOTEeHIMalIeH BapuaHT. Brripeku ye moHacTosineM HeceleKTUBHUAT WGS
3a HOBOPOJICHU HE C€ BB3IPUEMA KAaTO OCBUIECTBUM, NEAUATPUTE U T€HETULIUTE CMATAT,
ye B Objele ToBa MOXe Jia MoAo0pu HactosmuTe nporpamu 3a NBS. TpancrpaHuuHOTO
CHTPYIHUYECTBO IIPU TAaKWBa IIPOEKTU MOXKE J1a IOCTaBU OCHOBA 32 TEHEPUpPAHE Ha OMUT

" JOKA3aTCJICTBA IO TE3U KOMIUJICKCHU BBIIPOCH.

Whole-genome sequencing in newborn screening — attitudes and opinions of
Bulgarian pediatricians and geneticists

Objective: The aim of this study was to assess the attitudes and opinions on the potential
use of whole-genome sequencing (WGS) in conjunction with the traditional newborn

screening (NBS). We conducted an online survey among pediatricians and geneticists
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from Bulgaria. The study was based on the concept of non-selective WGS for all
newborns and analysis of all genes.

Results / conclusion: In total, 120 out of 299 invited participants completed the survey,
with an overall response rate of 40.1%. While half of the pediatricians surveyed
supported population-based non-selective WGS in NBS, 65.2% of the geneticists
expressed concerns. Most participants underlined that ethical issues were as important as
medical ones and called for a stricter protection of affected individuals against any abuse
of their personal data. Extensive genetic counseling and psychological support to families
were mentioned as key elements in this potential activity. Nevertheless, both
pediatricians and geneticists considered that NBS in Bulgaria could be further developed,
with selective WGS being suggested as a potential option. While non-selective WGS for
all newborns is not currently perceived as feasible, pediatricians and geneticists do
believe that selective WGS could strengthen current NBS programs. Cross-border project
collaborations may set the stage for generating experience and evidence on these complex

1Ssues.
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28. | 2016 Iskrov G, Miteva-Katrandzhieva T, Stefanov R. Multi-criteria decision
analysis for assessment and appraisal of orphan drugs. Front. Public
Health. 2016, 4:214.

MHorokpuTeprueH aHa/Iu3 32 OLEHKA M B3eMaHe HA pelleHHe 3a 3alJIalllaHe Ha
JIeKapcTBa cUpauu

BoBenenne: OrpaHuueHUTE PECypcH W HapacTBALIUTE OYAKBaHUSI Ca NMPUYMHA BCUYKHU
ObpKaBU M 3JIPaBHU CHCTEMH Ja TbPCAT HOBH TMOJAXOAM MPU OIpPEACSIIHETO Ha
NPUOPUTETH U pa3NpelesIeHHeTO Ha pPecypcu B 3[paBeola3BaHeTo. BbIpeku Haii-
no0pute ycuiaus, TPYIHO € Jla C€ MOCTUTHE ChIJacue MeXAYy BCHUYKH KOHKYPEHTHU
MHTEpPECH U KOMIPOMHCHUTE ca Hen30exxkHU. ETo 3ali0 MHOTOKpUTEPUUHUAT aHAIU3 3a
B3emaHe Ha peuieHuss (MCDA) uma BakHa poJis BbB BCE MO-TIOMYJIsIpPHATa KOHLENIUS 3a
3arUianiaHe Bb3 OCHOBa Ha crorHocTTa. Pamkara Ha MCDA mo3BosisiBa poydBaHE Ha
MPEANOYNTAaHUSATA Ha 3aUHTEPECOBAHHUTE CTPaHHW, KAaKTO M HM3pUYHA OpraHMU3alus Ha
IIUPOK CIIEKThP OT KPUTEPHUH, 0 KOUTO C€ B3eMaT pElIeHUs B peanHus cBsAT. OleHKara
Ha JIeKapCTBaTa CHpalld € €lHa OT Hal-CJIOKHUTE 3aJaud 3a OIEHKAaTa Ha 3JpaBHUTE
texnosoruu (HTA).

[len: Ilenta Ha TOBa mpoyuBaHe € naa cwh3gaae MCDA wmonen 3a u3MmepBaHe Ha
CTOMHOCTTA U OILICHKA Ha JIeKapcTBaTa cupamu. ToBa € MOCTUTHATO 4pe3 U3CJeABaHE Ha
MPEANOYNTAHUATa OTHOCHO TErJlaTa W PE3YJNTATHTE OT KPUTEPUUTE 3a B3EMaHE Ha
pelleHus 4ype3 aHKETHO MpOoy4yBaHE Ha 3aMHTEPECOBAHUTE CTpPaHH M (OKyc rpymna
IUCKYyCHsl, OpraHu3upanu B beiarapus.

Pesynraru / 3aknrouenue: Kpurepunrte 3a pemnieHne, KOUTO OMHCBAT XapaKTEPUCTUKUTE
Ha 3JpaBHaTa TEXHOJIOTHs, Ca EIUHOAYIIHO TMPUETH KaTo Hal-BaKHATa TIpyna
CchoOpaxkeHus pu peuMmOypcupane. To3u pe3ynraT, chueTaH ¢ BUCOKATa WHIMBUAYATHA
CTEeNeH Ha Ba)XHOCT Ha TEKeCTTa Ha 3a00JIIBaHETO, MOAYEpPTaBa HAKOU OT OCHOBHHTE
MPUHLMIIKA Ha 37paBeoNa3BaHETO — CIPaBeJIMBOCT M paBeHCTBO. Hameto mpoyuBane
JI0Ka3Ba, 4e CUiiaTa Ha JOKA3aTeJICTBAaTa MOXKeE J1a OB/Ie KIIFOUYOB KPUTEPHIA MPU OIICHKATA
Ha JIeKapcTBaTa cupanu. JlokaszareicTBara ce M3MOJI3BaT HE camo 3a (GopMyIHpaHe Ha
pemieHus 3a peuMOypcupaHe, HO W 3a JaBaHE Ha JIETUTUMHOCT Ha TMPOBEXKIAHUTE
nonuTuku. HeoOxonnMocTTa OT peaiiHu JaHHM 3a JIeKapcTBaTa CHpaly € MmoAuepTaHa Jio

rojisiMa CTCIICH. HOIIO6peHOTO MMO3HAaBaHC Ha MNPUIIOKHUMOCTTAa W HHTCrpalusaATa Ha
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MCDA B HTA € oT mbpBOCTENIEHHO 3HAaY€HUE, Thil KaTO HAMPEAbKBHT B MEAUIIMHATA U
WHOBAaTUBHUTE 3ApaBHU TEXHOJOTHU TpsOBa J1a CHOTBETCTBA Ha IICHHOCTHTE Ha

ManuceHTa, 3JpaBCora3BalHecTo U 06H.[€CTBOTO.

Multi-criteria decision analysis for assessment and appraisal of orphan drugs
Background: Limited resources and expanding expectations push all countries and types
of health systems to adopt new approaches in priority setting and resources allocation.
Despite best efforts, it is difficult to reconcile all competing interests, and trade-offs are
inevitable. This is why multi-criteria decision analysis (MCDA) has played a major role
in recent uptake of value-based reimbursement. MCDA framework enables exploration
of stakeholders’ preferences, as well as explicit organization of broad range of criteria on
which real-world decisions are made. Assessment and appraisal of orphan drugs tend to
be one of the most complicated health technology assessment (HTA) tasks. Access to
market approved orphan therapies remains an issue. Early constructive dialog among rare
disease stakeholders and elaboration of orphan drug-tailored decision support tools could
set the scene for ongoing accumulation of evidence, as well as for proper reimbursement
decision-making.

Objective: The objective of this study was to create an MCDA value measurement model
to assess and appraise orphan drugs. This was achieved by exploring the preferences on
decision criteria’s weights and performance scores through a stakeholder-representative
survey and a focus group discussion that were both organized in Bulgaria.
Results/Conclusion: Decision criteria that describe the health technology’s characteristics
were unanimously agreed as the most important group of reimbursement considerations.
This outcome, combined with the high individual weight of disease severity and disease
burden criteria, underlined some of the fundamental principles of health care — equity and
fairness. Our study proved that strength of evidence may be a key criterion in orphan
drug assessment and appraisal. Evidence is used not only to shape reimbursement
decision-making but also to lend legitimacy to policies pursued. The need for real-world
data on orphan drugs was largely stressed. Improved knowledge on MCDA feasibility

and integration to HTA is of paramount importance, as progress in medicine and
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innovative health technologies should correspond to patient, health-care system, and

societal values.
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29. | 2016 Angelis A, Kanavos P, Lopez-Bastida J, Linertova R, Oliva-Moreno J,
Serrano-Aguilar P, Posada-de-la-Paz M, Taruscio D, Schieppati A,
Iskrov G, Brodszky V, von der Schulenburg JM, Chevreul K, Persson U,
Fattore G; BURQOL-RD Research Network. Social/Economic Costs and
Health-Related Quality of Life in Patients with Epidermolysis Bullosa in
Europe. Eur J Health Econ. 2016 Apr;17 Suppl 1:31-42.

CounaTHO-UKOHOMHMYECKA TeKeCT U CBbP3aHO ChC 3/IPABETO KA4YeCTBO HA KUBOT
Npu NanueHTH ¢ 0yJj103Ha enugepmosn3a B EBpona

BoBenenue: llenta Ha TOBa MpoydyBaHE € J1a C€ ONPEAETAT COLMAIHO-KOHOMUYECKUTE
pasxoaM W CBBP3aHOTO ChC 3apaBeTo kadecTBO Ha kuBoT (HRQOL) mpu manmentu c
oynosna enuaepmonusa (BE) B ocem nppkaBu-unenku Ha EC.

Meronu: IIpoBeneHo e cpe3oBo npoyuBaHe Ha nauueHTu ¢ bE or bearapus, ®pannus,
I'epmanmst, Yuarapus, Uranus, Ucnanus, [1IBenmns n O6eauHeHOTO KpaiacTBo. JlaHHM 3a
nemorpadckuTe XapakTepUCTUKH, U3IOJI3BAaHETO HA 3PaBHUTE pecypcH, HepopMarTHUTe
TpYKH, 3aryoute Ha mpousBoxuTenHocTra Ha Tpyaa U HRQOL ca cwOpanu upes
BBIIPOCHUIIM, TMOMBIHEHH OT MAlMEHTHTEe WM OT TexHu OomHormemaun. HRQOL ce
n3MmepBa ¢ BpipocHuka EuroQol 5-D (EQ-5D).

Pesyntatu: BbnpocHHKBT € mombiaHeH OT o0mo 204 marmuentd. OOIUTE TOMUITHU
pazxomu Ha manueHT Bapupar oT 9 509 mo 49 233 eBpo (pedepentna 2012 r1.).
[Tpubnu3uTenHuTe IpEeKH pa3xou 3a 3ApaBeonasBaHe BapupaT oT 419 no 10 688 espo;
MPEKUTE pa3XoAu 3a He3JapaBHU Tpuxku Bapupar oT 7 449 espo mo 37 451 espo, a
3aryouTe Ha MPOU3BOJAUTEITHOCTTA Ha Tpyaa Bapupat oT 0 eBpo 10 7 259 eBpo. Cpennute
TOJIMIIHU Pa3XOoJu Ha euH mainueHT ce ouensBaT Ha 31 390 eBpo, oT kouto 5 646 eBpo
MpeACTaBISIBAT TUPEKTHU Pa3xolu 3a 3apaseonaszBane (18,0%), 23 483 eBpo ca npeku
pazxoau 3a HesnpaBHU Tpuwxu (74,8%), a 2 261 eBpo ca kocBenu pazxomu (7,2%).
VYcTaHOBEHO €, e pa3XoAuTe BapupaT MPpH MALUEHTH C pa3juyHa CTEIECH Ha YBPEKIaHe,
HO CBIIO Taka U MEeXAY JAena U Bb3pacTHU. CpenHara oreHka Ha EQ-5D 3a BB3pacTHH
nauuentu ¢ BE e omenena mexnay 0,49 m 0,71, a cpennHara oleHKa 3a BU3YalHO-
aHaJIOroBa CKaja € OlleHeHa Mexay 62 u 77.

3akiroyeHue: B onmbiaHEHHE KbM OTPUIIATETHOTO cH Bb3aeicTBHEe BbpXy HRQOL 3a

MNalMEHTUTEC, HaIICTO HW3CJICABAHEC IIOKa3Ba 3HaA4YMUTCIIHATA COHUAJIHO-MKOHOMHYECCKA
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texkecT Ha bE B EBpomna, qbipkaiiia ce Hail-Beue Ha BUCOKUTE MPEKHU Pa3XoAu 3a 3ApaBHU

TPUXKH.

Social/economic costs and health-related quality of life in patients with
epidermolysis bullosa in Europe

Background: The aim of this study was to determine the social/economic costs and
health-related quality of life (HRQOL) of patients with epidermolysis bullosa (EB) in
eight EU member states.

Methods: We conducted a cross-sectional study of patients with EB from Bulgaria,
France, Germany, Hungary, Italy, Spain, Sweden and the United Kingdom. Data on
demographic characteristics, health resource utilisation, informal care, labour
productivity losses, and HRQOL were collected from the questionnaires completed by
patients or their caregivers. HRQOL was measured with the EuroQol 5-domain (EQ-5D)
questionnaire.

Results: A total of 204 patients completed the questionnaire. Average annual costs varied
from country to country, and ranged from €9509 to €49,233 (reference year 2012).
Estimated direct healthcare costs ranged from €419 to €10,688; direct non-healthcare
costs ranged from €7449 to €37,451 and labour productivity losses ranged from €0 to
€7259. The average annual cost per patient across all countries was estimated at €31,390,
out of which €5646 accounted for direct health costs (18.0 %), €23,483 accounted for
direct non-healthcare costs (74.8 %), and €2261 accounted for indirect costs (7.2 %).
Costs were shown to vary across patients with different disability but also between
children and adults. The mean EQ-5D score for adult EB patients was estimated at
between 0.49 and 0.71 and the mean EQ-5D visual analogue scale score was estimated at
between 62 and 77.

Conclusion: In addition to its negative impact on patient HRQOL, our study indicates the
substantial social/economic burden of EB in Europe, attributable mostly to high direct

non-healthcare costs.
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30. | 2016 Cavazza M, Kodra Y, Armeni P, De Santis M, Lopez-Bastida J,
Linertova R, Oliva-Moreno J, Serrano-Aguilar P, Posada-de-la-Paz M,
Taruscio D, Schieppati A, Iskrov G, Péntek M, von der Schulenburg JM,
Kanavos P, Chevreul K, Persson U, Fattore G; BURQOL-RD Research
Network. Social/Economic Costs and Health-Related Quality of Life in
Patients with Duchenne Muscular Dystrophy in Europe. Eur J Health
Econ. 2016 Apr;17 Suppl 1:19-29.

CounaTHO-UKOHOMHMYECKA TeKECT U CBbP3aHO ChC 3/IPABETO KA4YeCTBO HA KMBOT
NPHU NAUMEHTH ¢ MycKYyJHA gucTpodust Tun women B EBpona

Hen: LlenTa Ha TOBa Mpoy4YBaHe € /1a Ce ONpeaeI UKOHOMUYECKATa TEXECT OT COLMAJIHA
IJIeJIHa TOYKA U CBBP3aHOTO ChC 3/paBeTo kadecTBO Ha xkuBoT (HRQOL) npu nauuentu
¢ myckynHa guctpodus tun dromen (M/I/1) B EBpomna.

Meronu: IlpoBeneHo e cpe3oBo mpoyuBaHe cpen namueHtd ¢ MJIJI ot bwarapus,
Opannust, [epmanus, Yarapws, Wramus, Wcnanms, [lIBermus u BenmukoOputaHwus.
JlanauTte 3a aemMorpa)CKUTE XapaKTePUCTHKH, W3MOI3BAHETO Ha 3ApPaBHUTE PECypCH,
HeopMaTHUTE TPIKH, 3arydaTa Ha npousBoauTenHocT Ha Tpyaa 1 HRQOL ca crbpanu
4pe3 BbIIPOCHUIIH, MOM'BJIHEHU OT MAI[UEHTUTE WK TEXHUTE OOTHOTIICauu.

Pesynraru: B mpoyuBaneTo ca BKIIFOUeHH 00110 422 ygacTHHIH, 268 OT KOUTO MAlUEHTH
¢ M u 154 Gonmnornemauyn. CpeaHUAT TOAMIIEH pa3xoja Ha marueHT mpe3 2012 r.
Bapupa ot 7 657 eBpo B YHrapusa no 58 704 eBpo BbB @panuus. [Ipekute pasxonu 3a
He3JIpaBHU T'PHKU Ca OCHOBHMSAT KOMIIOHEHT Ha IISUTIOCTHUTE Pa3Xxojau, a HepopMaHuTe
TPWXXU Ca OCHOBHUSAT JIBUraTe] Ha pa3xoJUTe 3a 3ApaBHU Iprxku. Pasxomute 3a nena u
BBb3pacTHH ce paznuuasar. [1o otHomenne Ha HRQOL Ha BB3pacTtHu nanuentu, EQ-5D
VAS onenkara u EQ-5D unaekcsT ca cporBeTHO 50,5 11 0,24. CrorBeTHUTE EQ-5D VAS
u EQ-5D pesynraru 3a nmonaramure Tpuku ca cbotBeTHO 74,7 n 0,71.

3akmoyeHue: OLEHEH € CpeIHUsT TOAMIINeH pa3xoJ Ha nauueHt ¢ MJIJ B ocem
eBporeiicku cTpaHu. ToBa mpeAcTaBisiBA MNHPBO MPOYYBAHE C TakaBa IIMPOKa
o0IecTBeHa MepcreKkTuBa. Pe3ynTarure OT pa3xoauTe MOKAa3BaT 3HAYMUTENHA pPas3lIuKa
Mexny crpanuTe oT M3rouna m 3amamna EBpoma. Pasxoaurte 3a HE3IpaBHU TPUKHU
Bapupar oT 64 10 89% oT pa3zmepa Ha o0mUTEe, a HEPOPMAIHUTE TPUKHU A0 TojsMa
CTEINEH ca OCHOBHMSAT JBUTaTeN B Ta3u kateropus pazxonu. HRQOL na xopara ¢ M/I/1 e

MHOTI'O ITIO-HHUCBK OT TO3H Ha 06H_[aTa nomyianus.
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Social/economic costs and health-related quality of life in patients with Duchenne
muscular dystrophy in Europe

Objective: The aim of this study was to determine the economic burden from a societal
perspective and the health-related quality of life (HRQOL) of patients with Duchenne
muscular dystrophy (DMD) in Europe.

Methods: We conducted a cross-sectional study of patients with DMD from Bulgaria,
France, Germany, Hungary, Italy, Spain, Sweden, and the UK. Data on demographic
characteristics, healthcare resource utilization, informal care, labor productivity losses,
and HRQOL were collected from the questionnaires completed by patients or their
caregivers. HRQOL was measured with the EuroQol 5-domain (EQ-5D) questionnaire.
Costs have been estimated from a societal perspective adopting a bottom-up approach.
Results: A total of 422 questionnaires were included in the study; 268 of which were
collected from patients with DMD and 154 from caregivers. The average annual cost per
person in 2012 ranged from €7657 in Hungary to €58,704 in France. Direct non-
healthcare costs are the main component of whole costs and informal care is the main
driver of non-healthcare costs. Costs are also shown to differ between children and
adults. With regard to HRQOL of adult patients, the EQ-5D VAS score and EQ-5D index
scores were 50.5 and 0.24, respectively. The corresponding EQ-5D VAS and EQ-5D
index scores for caregivers were 74.7 and 0.71, respectively.

Conclusions: We have estimated the average annual cost per patient with DMD in eight
European countries adopting a social perspective, and to our knowledge this is the first
study with such a wide perspective. The results on costs show a considerable gap
between Eastern and Western European countries. Non-healthcare costs range from 64 to
89 % of overall costs and informal care is to a great extent the main driver of this cost
category. The HRQOL of people with DMD is much lower than that of the general

population.
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31. | 2016 Cavazza M, Kodra Y, Armeni P, De Santis M, Lopez-Bastida J,
Linertova R, Oliva-Moreno J, Serrano-Aguilar P, Posada-de-la-Paz M,
Taruscio D, Schieppati A, Iskrov G, Gulacsi L, von der Schulenburg JM,
Kanavos P, Chevreul K, Persson U, Fattore G; BURQOL-RD Research
Network. Social/Economic Costs and Quality of Life in Patients with
Haemophilia in Europe. Eur J Health Econ. 2016 Apr;17 Suppl 1:53-65.

CounaTHO-UKOHOMHMYECKA TeKeCT U CBbP3aHO ChC 3/IPABETO KA4YeCTBO HA KUBOT
NpHU NanueHTH ¢ xemopuausa B Espona

Ien: LlenTa Ha TOBa MpOyYBaHE € /1A CE ONPEAELIN HUKOHOMUYECKATa TEXKECT OT COLMAIIHA
IJIeJIHa TOYKA U CBBP3aHOTO ChC 3/paBeTo kadecTBO Ha xuBoT (HRQOL) nmpu manuentu
¢ xemo¢unus B EBpoma.

Metomu: IlpoBeneHo € cpe3oBo MpoydBaHE cpej ManueHTu ¢ xemodrms ot beiarapus,
Opannus, ['epmanus, Yarapusa, Wramusa, Hcnanwms, [lIBenus u BemukoOputaHus.
Jlanaute 3a aemorpa)CKUTE XapaKTePUCTUKH, W3MOJI3BAaHETO Ha 3ApPaBHUTE PECypcCH,
HedopMalTHUTE TPUXKHU, 3arydara Ha mpousBoauTenHocT Ha Tpyaa 1 HRQOL ca cvOpanu
4pe3 BBIIPOCHUIIH, TIOMBJIHEHU OT MAIUCHTUTE WA TEXHUTE OOTHOTIICauH.

Pesynrtatu: B mpoyuBaneTo ca Bkitouenn o6mio 401 ygactauim, 339 oT KOUTO MAIMEeHTH
¢ xeMobunusa u 62 6omHornenaun. Hal-HUCKATE CpeTHU TOIUIITHU Pa3XOAW Ha TAIlUEHT
ca oruereHu B bwarapus (6 660 eBpo), a Haii-Bucokute B ['epmanus (194 490 eBpo).
Hammure pesynaTaTtu 1eMOHCTPHUpPAT KAKTO TOJIsIMa pasjidka MEXKIY OTACIHUTE AbpKaBU
[0 OTHOIIEHHE HA CPEJHUTE TOJMIIHU Pa3XOAu HA MAIUEHT, TaKa U MO OTHOCHUTEITHUS
JISUT Ha Pa3XxoAMTe 3a JieKapcTBeHU Tepanuu. JlekapcTBaTta mpenctasisiBaT 6sm30 90% ot
MPEKUTE 3APaBHU Pa3XOJu B IOBEUETO OT aHalu3upaHu crtpaHu (Yurapus, Wramus,
Ucnanus u I'epmanus). B bearapus, ®panmus u [IBenus obade npeoOriamaBat
pa3xoAuTe 3a 3JPaBHUTE YCIYrH (MOCEUIEHUs TMpU CHEUUATUCT, IUArHOCTHYHU
U3CNEABaHMUS M XOCIHTAJIM3alMM). YCTAaHOBEHO € ChIO0, Ye pa3XoAuTe 3a Jemna Hu
Bb3pacTHH ce paznmuyaBaT. CpenHara uHAekcHa oueHka no EQ-5D mpu BB3pacTHH
nauuentu e 0,69, a cpeqnata VAS onenka e 66,6. Cpeanara unjaekcHa ouenka no EQ-
5D 3a 6onuornenaunte € 0,87, a cpennara VAS omenka e 75,5.

3axmouenue: [IpoydyBaHeTo moka3Ba, 4e XeMOQWIMITa € CBbp3aHa ChC 3HAUMTETHA
couanHo-ukoHoMuuecka Texect U BiomeHo HRQOL. TakuBa npoyuBaHusiTa ca BaXKHU

3a xeMo(uIusATa, Thil KaTo OBACIIETO HA TOBA 3a00JIIBAaHE BEPOSITHO III€ CE€ TIPOMEHH C
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Pa3BUTHETO HAa HOBU HWHOBATHBHHU JICUCHMHS. BLBC}K,Z[aHeTO Ha Te3W JIeUCHHS Hail-

BEPOSITHO IIIE TTOBJIMSIE Ha OBEIINTE pa3XoH, CBbP3aHU C TOBA 3a00JIsBaHE.

Social/economic costs and quality of life in patients with haemophilia in Europe
Objective: The aim of this study was to determine the economic burden from a societal
perspective and the health-related quality of life (HRQOL) of patients with haemophilia
in Europe.

Methods: We conducted a cross-sectional study of patients with haemophilia from
Bulgaria, France, Germany, Hungary, Italy, Spain Sweden and the UK. Data on
demographic characteristics, health resource utilisation, informal care, loss of labour
productivity and HRQOL were collected from the questionnaires completed by patients
or their caregivers. HRQOL was measured with the EuroQol 5-domain (EQ-5D)
questionnaire. The costs have been estimated from a societal perspective adopting a
bottom-up approach.

Results: A total of 401 questionnaires were included in the study, of which 339 were
collected from patients with haemophilia and 62 from caregivers. The lowest average
annual cost per person was reported in Bulgaria (€6,660) and the highest in Germany
(€194,490). Our results demonstrate both a large difference from country to country in
the average annual cost per patient in 2012 and the driving role of drugs in costs. Drugs
represent nearly 90 % of direct healthcare costs in a majority of the countries analysed
(Hungary, Italy, Spain and Germany). In Bulgaria, France and Sweden, however,
healthcare services (visits, tests and hospitalisations) prevail. Costs are also shown to
differ between children and adults. The mean EQ-5D index score for adult patients was
0.69 and mean EQ-5D VAS was 66.6. The mean EQ-5D index score for carers was 0.87
and mean EQ-5D VAS was 75.5. In the disability score, 60 % showed no disability and
measuring caregiver burden with the Zarit Index produced an overall mean score of 25.3.
Conclusion: We have shown that haemophilia is associated with a substantial economic
burden and impaired HRQOL. Studies on cost of illness and HRQOL are important for
haemophilia as the future of this disease is likely to change with the development of new
innovative treatments. The introduction of these treatments will most likely impact future

costs related to haemophilia.
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32. | 2016 Chevreul K, Gandré C, Brigham KB, Lopez-Bastida J, Linertova R,
Oliva-Moreno J, Serrano-Aguilar P, Posada-de-la-Paz M, Taruscio D,
Schieppati A, Iskrov G, Gulécsi L, von der Schulenburg JM, Kanavos P,
Persson U, Fattore G; BURQOL-RD Research Network.
Social/Economic Costs and Health-Related Quality of Life in Patients
with Fragile X Syndrome in Europe. Eur J Health Econ. 2016 Apr;17
Suppl 1:43-52.

ConuaaHo-NKOHOMHYECKA TeKeCT M CBbP3aHO ChC 3/IPaBEeTO KA4eCTBO HAa KUBOT
NpH NALHEHTH CbC CHHAPOM Ha yymiuBa X xpomo3zoma B EBpona

Ien: Llenta Ha IPOYyYBAHETO € /A CE€ OLEHAT COLUATHO-UKOHOMUYECKUTE Pa3Xolu IpH
cUHApoMa Ha yyniuBa X xpomo3oma (UXX) B EBpomna u 1a ce oLeHu CBbP3aHOTO ChC
3npaBeTo kauecTBO Ha )kuBOT (HRQOL) Ha manmeHTHTE M TEXHUTE OOTHOTIIETAuH.
Meronu: IIpoBeaeHo € cpe30BO MpOYYBAHE Cpel M3BaJKa OT E€BPOMEHCKU IbprKaBH.
[TanmenTuTe Cca NMOKAHEHM 3a y4yacTHE 4Ype3 MalUMEHTCKU opraHu3auuu. JlanHuTe 3a
aeMorpadcKuTe XapakTepUCTUKH, U3II0JI3BAHETO Ha 3/IpaBHUTE peCypcH, He(hopMaTHUTE
IpwkH, 3arybata Ha nmpousBoauteaHocT Ha Tpyaa u HRQOL ca crOpanu upe3 oHaiiH
BBIIPOCHUIIY, TOI'BJIHEHH OT MAIlUEHTUTE WK TEXHUTE OOIHOTIIEAAYH.

Pesynraru: B ananuza ywactBar mer appkaBu. CpeIHUAT pa3xo]l Ha MALMEHT 3a €JHa
roguHa npu cuHapom Ha UXX Bapupa ot 4 951 eBpo B YHrapus no 58 862 eBpo B
HIBenus. [IpexuTe pa3zxoau 3a HE3IpaBHU T'PUKH MPEICTABIABAT MO-TOJIsIMAaTa 4acT OT
pa3xoauTe BbB BCHUKU CTPAaHU, HO MMa pa3INyuus B Jieja Ha pa3XxoauTe npu GopMaHUuTE
U HeopMaJHUTE TPIKU. Pa3sxonuTe 3a nemna u Bp3pacTHH ce pasnuuasar. Cpeqauar EQ-
5D pesyarar 3a Bb3pacTHU nauueHtu Bapupa oT 0,52 BpB ®panuusa (n=42) no 0,73 B
VYurapus (n=2), 10KaTo 3a OOJHOTIIEAYNTE TO3H PE3YITAT € MO-HUCHK OT 0,87.
3axmouenue: Hamero mnpoydyBaHe mnojayepraBa, 4ye Makap pa3lmpOCTPaHEHUETO Ha
cuaapomMa Ha UYXX 1a e HHCKO, 3a00J5IBaHETO € CBBP3aHO C BHCOKA COIHMATHO-
uKoHOMHUecKa TexecT. [logkpens ce pa3paboTBaHETO Ha MEPCOHATU3UPAHU MOTUTHKH
3a HaMaJsBaHE Ha nociieauuure oT cuHapoma Ha YXX KakTo BbpXy ITALUEHTUTE, Taka U

BBPXY TEXHUTE OJIM3KH.
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Social/economic costs and health-related quality of life in patients with fragile X
syndrome in Europe

Objective: To estimate the social/economic costs of fragile X syndrome (FXS) in Europe
and to assess the health-related quality of life (HRQOL) of patients and caregivers.
Methods: A cross-sectional study was conducted in a sample of European countries.
Patients were recruited through patients' associations. Data on their resource use and
absence from the labour market were retrospectively obtained from an online
questionnaire. Costs were estimated by a bottom-up approach and the EuroQol-5 Domain
(EQ-5D) questionnaire was used to measure patients' and caregivers' HRQOL.

Results: Five countries were included in the analysis. The mean annual cost of FXS per
patient varied from €4951 in Hungary to €58,862 in Sweden. Direct non-healthcare costs
represented the majority of costs in all countries but there were differences in the share
incurred by formal and informal care among those costs. Costs were also shown to differ
between children and adults. Mean EQ-5D utility score for adult patients varied from
0.52 in France (n = 42) to 0.73 in Hungary (n = 2), while for caregivers this score was
consistently inferior to 0.87.

Conclusion: Our findings underline that, although its prevalence is low, FXS is costly
from a societal perspective. They support the development of tailored policies to reduce

the consequences of FXS on both patients and their relatives.
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33. | 2016 Chevreul K, Michel M, Brigham KB, Lépez-Bastida J, Linertova R,
Oliva-Moreno J, Serrano-Aguilar P, Posada-de-la-Paz M, Taruscio D,
Schieppati A, Iskrov G, Péntek M, von der Schulenburg JM, Kanavos P,
Persson U, Fattore G; BURQOL-RD Research Network.
Social/Economic Costs and Health-Related Quality of Life in Patients
with Cystic Fibrosis in Europe. Eur J Health Econ. 2016 Apr;17 Suppl
1:7-18.

CounaTHO-UKOHOMHMYECKA TeKECT U CBbP3aHO ChC 3/IPABETO KA4YeCTBO HA KMBOT
NpHU NalMeHTH ¢ MykoBucuua03a B EBpona

Hen: Hamara men e na npegocTaBUM JaHHU 3a COIMATHO-UKOHOMUYECKATa TEXKECT U
CBBP3aHOTO CbC 3iApaBero KaudecTBO Ha kuBoT (HRQOL) npu mnaunumenture c
MykoBuciuo3a (MB) n Ha Texaute 60aHOTIe1aun B EBpomna.

Meronu: IlpoBeneHo € cpe30oBO MpoydyBaHE HAa BB3pAcTHU U naena ¢ MB B ocem
eBporneiicku abpxaBu. [lanreHTUTe MONMBJIBAT AaHOHUMEH BBIIPOCHUK OTHOCHO TEXHUTE
colMamHO-AeMorpad)Ckiu  XapaKTEpPUCTUKH, W3MOJA3BaHE HA 3ApaBHU YCIYTH W
npuchcTBUE Ha OonmHorienady. OGmMTE pa3xoauTe ca OLEHEHH OTIO0Jy Harope, KaTto ce
M3I0JI3BaT €IMHUYHHUTE Pa3XxoJu 3a Bcska ydacTtBama ctpaHa. HRQOL ce omensiBa ¢
nomorTa Ha EQ-5D. I'maBHUTE OONHOTIEAaYd CHINO OTTOBApAT Upe3 BBIPOCHUKA 3a
texHute xapakrepuctuk, HRQOL u counanHo-uKOHOMUYECKA TEKECT.

Pesynratu: Brumrodyenu ca o6mo 905 manmentu ¢ MB (399 Bv3pactHm u 506 nema).
Cpemnusar o011 pa3xo[1 3a MalUeHT Ha roauHa Bapupa ot 21 144 eBpo B bearapus qo 53
256 eBpo B 'epmanusi. Be3pacTHUTE UMAT [10-BUCOKM MPEKU Pa3X0H 3a 3/IpaBeolia3BaHe
OT Jenarta, HO JielaTa ca CBBpP3aHH C MHOTO TIO-BUCOKH He()OpMaTHU pa3xoiu
(P<0,0001). ITpu BB3pacTHUTE cpenHata oreHka 3a HRQOL namamsBa mexmy 0,64 u
0,87, a BU3yasiHO-aHAJIOTOBa cKayia Bapupa ot 46,0 1o 69,7. O0muTe pa3xoau HapacTBaT
C HMBOTO Ha 3aBUCHMOCT Ha marueHtute. Hama pasnuka 8 HRQOL Ha GomHornemaua,
HE3aBUCHMO OT TOBa Jalldi Ce€ TpWUXKAT 3a BB3pacTEeH WM JeTe. Bbopeku ToBa,
OOHOTIIeJauMTe, KOUTO CE€ TPIKAT 3a JIeTe, M3MUTBAT 3HAYUTEIHO IMO-TOJISIMA COIIHAITHO-
nkoHomuuecka texect (P=0,0013).

3akmoyenue: Hamiero mpoyuyBane mogyepraBa TexecTra Ha MB mo oTHomieHue Ha
pazxomute u BiomeHoto HRQOL kakro mnpu nanumeHTUTE, Taka M IPHU TEXHUTE

6onHornenauu B 1s1a EBporna.
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Social/economic costs and health-related quality of life in patients with cystic
fibrosis in Europe

Objectives: Our goal was to provide data on the economic burden and health-related
quality of life (HRQOL) of patients with cystic fibrosis (CF) and their caregivers in
Europe.

Methods: A cross-sectional study was carried out on adults and children with CF in eight
European countries. Patients completed an anonymous questionnaire regarding their
socio-demographic characteristics, use of healthcare services and presence of a caregiver.
Costs were calculated with a bottom-up approach using unit costs from each participating
country, and HRQOL was assessed using EQ-5D. The principal caregiver also answered
a questionnaire on their characteristics, HRQOL and burden.

Results: A total of 905 patients with CF was included (399 adults and 506 children). The
total average annual cost per patient varied from €21,144 in Bulgaria to €53,256 in
Germany. Adults had higher direct healthcare costs than children, but children had much
higher informal care costs (P < 0.0001). Total costs increased with patients' level of
dependence. In adults, mean utility fell between 0.640 and 0.870, and the visual analogue
scale ranged from 46.0 to 69.7. There was no difference in caregiver HRQOL regardless
of whether they cared for an adult or a child. However, caregivers who looked after a
child had a significantly higher burden (P = 0.0013).

Conclusions: Our study highlights the burden of CF in terms of costs and decreased

HRQOL for both patients and their caregivers throughout Europe.
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34. | 2016 Iskrov G, Astigarraga I, Stefanov R, Lopez-Bastida J, Linertova R,
Oliva-Moreno J, Serrano-Aguilar P, Posada-de-la-Paz M, Schieppati A,
Taruscio D, Péntek M, von der Schulenburg JM, Kanavos P, Chevreul K,
Persson U, Fattore G; BURQOL-RD Research Network.
Social/Economic Costs and Health-Related Quality of Life in Patients
with Histiocytosis in Europe. Eur J Health Econ. 2016 Apr;17 Suppl
1:67-78.

ConuaaHo-NKOHOMHYECKA TeKeCT M CBbP3aHO ChC 3/IPaBEeTO KA4eCTBO HAa KUBOT
NpH NAalHEeHTH ¢ XucTuouurTosza B EBpona

Hen: LlenTa Ha TOBa Mpoy4YBaHe € /1a Ce ONpeaeI UKOHOMUYECKATa TEXECT OT COLMAJIHA
IJIeJIHa TOYKA U CBBP3aHOTO ChC 3/paBeTo kadecTBO Ha xkuBoT (HRQOL) npu nauuentu
¢ xuctuonurosa B EBporna.

Meroau: [IpoBeneHo € cpe30BO MpoyyBaHe Cpell NAUEHTH ¢ XMCTUOLMTO3a 0T OpaHuus,
I'epmanus, Utanus, Mcnanus, bearapus, O0enunenoro kpaicto u llIBenus. /lannure
3a  geMorpad)CKUTE XapaKTepUCTHKH, W3MOI3BAHETO HA  3[PaBHUTE PECYpCH,
HeopMaTHUTE TPIKH, 3arydaTa Ha npousBoauTenHocT Ha Tpyaa 1 HRQOL ca crbpanu
4pe3 BbIIPOCHUIIH, MOM'BJIHEHU OT MAI[UEHTUTE WK TEXHUTE OOTHOTIICauu.

Pesynraru: BbvnpocHukbsT € momnbiaHeH oT obmo 134 nanuentu (35 Ppannus, 32
I'epmanus, 30 Uranus, 24 Ucnanus, 7 bearapus, 4 BemukoOpuranus u 2 IIBenus).
CpenHuTe TOAMIIHM Pa3XoAu Ha manueHt BapupaT oT 6 832 mo 33 283 eBpo Mexay
otnenHuTe abpxkaBu (pedepentHa roguna 2012 r.). [Ipekute 3apaBHU pa3xoau Bapupar
ot 1 698 no 18 213 eBpo; npekuTe HE3ApaBHU pa3xoau Bapupat ot 2 936 no 17 622 epo,
a 3aryouTe Ha NMPOU3BOJMTEIHOCTTA Ha Tpyaa Bapupar oT 1 g0 8 855 eBpo. CpenHust
EQ-5D pe3yarar 3a Bb3pacTHH MAlMEHTH C XMCTHOLMTO3a ce oreHsBa Mexay 0,32 u
0,85, a cpennusar EQ-5D no VAS mexay 50,00 u 66,50.

3axmrouenre: OCHOBHUTE MPEIMMCTBA Ha TOBA MPOYYBaHE ce KPUAT B MOJAXOAA ,,0TJ0IY
Harope* Mpu KaJKyJlIHpaHe Ha pa3XxoJUTe€ M B OLIEHKaTa OT CTpaHa Ha MAIUEHTUTE C
XUCTUOILIMNTO3a OT IIMPOKA TNEepCreKTuBa. TakbB BHUA NPOYyYBaHUS Ca OCKBJAHH B
MeXIyHapoJHaTa JuTepaTrypa 3a pelnku 3abomnsBanus. [lanmeHTHUTE C XUCTHOLUTO3a
MOHACST 3HAYUTENIHU COLMATHU-UKOHOMHYECKH pa3Xxogd M HU3MHUTBAT 3HAYUTEIHO

BiomaBane Ha HRQOL.
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Social/economic costs and health-related quality of life in patients with histiocytosis
in Europe

Objective: The aim of this study was to determine the economic burden from a societal
perspective and the health-related quality of life (HRQOL) of patients with histiocytosis
in Europe.

Methods: We conducted a cross-sectional study of patients with histiocytosis from
France, Germany, Italy, Spain, Bulgaria, the UK, and Sweden. Data on demographic
characteristics, health resource utilisation, informal care, loss of labour productivity and
HRQOL were collected from the questionnaires completed by patients or their caregivers.
HRQOL was measured with the EuroQol 5-domain (EQ-5D) questionnaire.

Results: A total of 134 patients (35 France, 32 Germany, 30 Italy, 24 Spain, 7 Bulgaria, 4
UK and 2 Sweden) completed the questionnaire. The average annual costs ranged from €
6832 to € 33,283 between countries, the year of reference being 2012. Estimated direct
healthcare costs ranged from € 1698 to € 18,213; direct nonhealthcare costs ranged from
€ 2936 to € 17,622 and labour productivity losses ranged from € 1 to € 8855. The mean
EQ-5D score for adult histiocytosis patients was estimated at between 0.32 and 0.85, and
the mean EQ-5D visual analogue scale score was estimated at between 50.00 and 66.50.
Conclusion: The main strengths of this study lie in our bottom-up approach to costing and
in the evaluation of histiocytosis patients from a broad perspective (societal costs). This
type of analysis is very scarce in international literature for rare diseases in comparison
with other illnesses. We conclude that histiocytosis patients incur considerable societal

costs and experience substantial deterioration in HRQOL.
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35. | 2016 Kuhlmann A, Schmidt T, Treskova M, Lopez-Bastida J, Linertova R,
Oliva-Moreno J, Serrano-Aguilar P, Posada-de-la-Paz M, Kanavos P,
Taruscio D, Schieppati A, Iskrov G, Péntek M, Delgado C, von der
Schulenburg JM, Persson U, Chevreul K, Fattore G; BURQOL-RD
Research Network. Social/Economic Costs and Health-Related Quality of
Life in Patients with Juvenile Idiopathic Arthritis in Europe. Eur J Health
Econ. 2016 Apr;17 Suppl 1:79-87.

CounaTHO-UKOHOMHMYECKA TeKECT U CBbP3aHO ChC 3/IPABETO KA4YeCTBO HA KMBOT
NPHU NALUEHTH ¢ OBEHW/IeH uauonaTuden aprpur B EBpona

Hen: LlenTa Ha TOBa Mpoy4YBaHe € /1a Ce ONpeaeI UKOHOMUYECKATa TEXECT OT COLMAJIHA
IJIeJIHa TOYKA U CBBP3aHOTO ChC 3/paBeTo kadecTBO Ha xkuBoT (HRQOL) npu nauuentu
¢ ToBeHmIeH uauonatuieH aptput (FOMA) B EBpora.

Meronu: IlpoBeneHo e cpe3oBo mpoyuBaHe cpen nanumeHtd ¢ FOUMA ot ['epmanus,
Wranus, Ucnanus, @pannust, O6eauHeHoTO KpaicTBo, bbirapus u lsenus. Jlanaure 3a
nemorpadckuTe XapakTepUCTHKH, U3IMOJI3BAHETO HA 3[PaBHUTE pecypcH, HepopMamTHUuTe
rpwkH, 3arybata Ha mpomsBomuTesHOCT Ha Tpyna u HRQOL ca cwOpanu upes
BBIIPOCHUIIY, TOI'BJIHEHH OT MAIlUEHTUTE WK TEXHUTE OOIHOTIIEAAYH.

Pesynraru: BbOopocHUKBT € mombiHeH oT o0mo 162 nmanmentu (67 I'epmanus, 34
[Beuus, 33 Hramusa, 23 O6emuHeHo kpaictBo, 4 @panmus u 1 bearapus). C
U3KJIIOYEHHE Ha OBJITrapcKuTe pe3yiaTaTH Mopagd MalKus pa3Mep Ha H3BaJKara,
TOJMIITHUTE Pa3XxOJH 3a 3[[PaBHU TPUKH 3a OTIEIHUTE CTpaHu BapupaT oT 18 913 mo 36
396 eBpo (pedepentna 2012 r.). Ilpekure pasxoam 3a 3apaBeornazBane BapuparT oT 11
068 no 22 138 eBpo; mpekuTe He3ApaBHU pa3zxoau BapupaT ot 7 837 no 14 155 eBpo, a
3aryouTe Ha MPOM3BOAUTEIIHOCTTA Ha Tpyaa BapupaT oT 0 1o 8 715 eBpo. Pa3zxomure 3a
Jiela U Bb3pacTHU ce pasznnuaBaT. CpenHata nHAEeKCHa onieHka o EQ-5D 3a maruenTtu ¢
IONA e mexny 0,44 u 0,88, a cpennara VAS ouienka e mexay 62 u 79.

3axmoyenue: FOMA uma 3HauMTENHO BIUSHHE BBPXY pa3xoauTe 3a OOIIEeCTBOTO H €
CBbp3aH cbc 3HauuTenHo BiomaBaHe Ha HRQOL. B cpaBHeHue ¢ npenuiiHu
MPOYYBAHHUSA, TE3U PE3YJITAaTH IOKa3BaT 3a0€JeKUTENHO YBEIMYEHHUE HA TOIUIIHUTE
pasxonu 3a 3apaBeonaszBaHe npu nanueHTH ¢ FOUA. IlpuumHuTte ca BKJIIOYBAHE Ha
pa3xomu 3a HenpodecruoHaIHN OOTHOTIEeNauH, MO-ITUPOKO U3IMOI3BaHE Ha OUOJIOTHYHU

JIEKapCTBEHU CPEJICTBA U MO-IBJIBI OOJTHUYEH MPECTOH.
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Social/economic costs and health-related quality of life in patients with juvenile
idiopathic arthritis in Europe

Objective: The aim of this study was to determine the economic burden from a societal
perspective and the health-related quality of life (HRQOL) of patients with juvenile
idiopathic arthritis (JIA) in Europe.

Methods: We conducted a cross-sectional study of patients with JIA from Germany, Italy,
Spain, France, the United Kingdom, Bulgaria, and Sweden. Data on demographic
characteristics, healthcare resource utilization, informal care, labor productivity losses,
and HRQOL were collected from the questionnaires completed by patients or their
caregivers. HRQOL was measured with the EuroQol 5-domain (EQ-5D-5L)
questionnaire.

Results: A total of 162 patients (67 Germany, 34 Sweden, 33 Italy, 23 United Kingdom, 4
France, and 1 Bulgaria) completed the questionnaire. Excluding Bulgarian results, due to
small sample size, country-specific annual health care costs ranged from €18,913 to
€36,396 (reference year: 2012). Estimated direct healthcare costs ranged from €11,068 to
€22,138; direct non-healthcare costs ranged from €7837 to €14,155 and labor
productivity losses ranged from €0 to €8715. Costs are also shown to differ between
children and adults. The mean EQ-5D index score for JIA patients was estimated at
between 0.44 and 0.88, and the mean EQ-5D visual analogue scale score was estimated at
between 62 and 79.

Conclusions: JIA patients incur considerable societal costs and experience substantial
deterioration in HRQOL in some countries. Compared with previous studies, our results
show a remarkable increase in annual healthcare costs for JIA patients. Reasons for the
increase are the inclusion of non-professional caregiver costs, a wider use of biologics,

and longer hospital stays.
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36. | 2016 Lépez-Bastida J, Linertova R, Oliva-Moreno J, Posada-de-1a-Paz M,
Serrano-Aguilar P, Kanavos P, Taruscio D, Schieppati A, Iskrov G, Baji
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CounaTHO-UKOHOMHMYECKA TeKeCT U CBbP3aHO ChC 3/IPABETO KA4YeCTBO HA KUBOT
NpHU NalUeHTH cbC cuHApPoM Ha IIpanep-Buim B EBpona

Ien: LlenTa Ha TOBa MpOyYBaHE € /1A CE ONPEAELIN HUKOHOMUYECKATa TEXKECT OT COLMAIIHA
IJIeJIHa TOYKA U CBBP3aHOTO ChC 3/paBeTo kadecTBO Ha xuBoT (HRQOL) nmpu manuentu
cbe cunapom Ha [Ipanep-Bunu (IIBC) B EBporna.

Meroau: IlpoBeneno e cpe3oBo mnpoyuBane cpen mnaumentu c¢ [IBC or ®dpannus,
I'epmanmst, Utanust, Mcnanus, bearapus, O6enunenoro kpayictBo u IlIBenus. /lanaure
3a geMorpadCKUTe XapaKTepUCTHKH, W3MOI3BAHETO HAa 3ApaBHUTE PECYpCH,
HedopMalTHUTE TPUXKHU, 3arydara Ha mpousBoauTenHocT Ha Tpyaa 1 HRQOL ca cvOpanu
4pe3 BBIIPOCHUIIH, TIOMBJIHEHU OT MAIUCHTUTE WA TEXHUTE OOTHOTIICauH.

Pesyntatu: BeIpocHUKBT € mombjiIHEH OT 00mo 261 manmuentu. CpeaHUTE TOAMIIHU
pa3xoay Ha marueHT Bapupar oT 3 937 no 67 484 eBpo MeXAy OTIAEITHUTE TbPiKABHU.
IIpexute pasxoaum 3a 3xapaBeomnasBaHe BapupaT oT 311 nmo 18 760 eBpo, mpekute
He3JIpaBHU pa3xoau Bapupar oT 1 269 no 44 035 eBpo, a 3arydara Ha MPOU3BOJAUTEITHOCT
Ha Tpyaa Bapupa ot 0 mo 2 255 eBpo. PaszxoauTe 3a Aena U Bb3paCTHU C€ pa3iMyaBar.
Cpennara nnaekcHa ouenka mo EQ-5D 3a Bp3pacTHu nauuentu € mexay 0,40 u 0,81, a
cpennara VAS ouenka mexay 51,25 u 90,00.

3akmoueHue: OCHOBHUTE MPEIUMCTBA HA TOBA MPOYYBAHE C€ KPUAT B MOJAXO0MA ,,0T/I0TY
Harope‘ pu KaJKyJIMpaHE Ha Pa3XOAMTE U B OLIEHKATa OT cTpaHa Ha nanueHture ¢ [IBC
OT IIMPOKa MEpCHEeKTHBa. TakbB BUJ IPOYYBAHMS CAa OCKBIHU B MEXIyHapoJHaTa
nuTeparypa 3a peaku 3abomsBanus. [lanmmenture ¢ [IBC nmoHacat 3HaYUTETHN COITMATHH-

MKOHOMUYECKH Pa3XOAH U U3MUTBAT 3HaUUTENHO BiomaBaHe Ha HRQOL.
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Social/economic costs and health-related quality of life in patients with Prader-Willi
syndrome in Europe

Objective: The aim of this study was to determine the economic burden from a societal
perspective and health-related quality of life (HRQOL) of patients with Prader-Willi
syndrome (PWS) in Europe.

Methods: We conducted a cross-sectional study of patients with PWS from Spain,
Bulgaria, Hungary, Germany, Italy, the UK, Sweden and France. Data on demographic
characteristics, healthcare resource utilisation, informal care, labour productivity losses
and HRQOL were collected from questionnaires completed by patients or their
caregivers. HRQOL was measured with the EuroQol 5-domain (EQ-5D) questionnaire.
Results: A total of 261 patients completed the questionnaire. The average annual costs
ranged from € 3937 to € 67,484 between countries; the reference year for unit prices was
2012. Direct healthcare costs ranged from € 311 to € 18,760, direct non-healthcare costs
ranged from € 1269 to € 44,035, and loss of labour productivity ranged from € 0 to €
2255. Costs were also shown to differ between children and adults. The mean EQ-5D
index score for adult PWS patients ranged between 0.40 and 0.81 and the mean EQ-5D
visual analogue scale score ranged between 51.25 and 90.00.

Conclusion: The main strengths of this study lie in our bottom-up approach to costing and
in the evaluation of PWS patients from a broad societal perspective. This type of analysis
is very scarce in the international literature on rare diseases in comparison with other
illnesses. We conclude that PW'S patients incur considerable societal costs and experience

substantial deterioration in HRQOL.
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37. | 2016 Lépez-Bastida J, Linertova R, Oliva-Moreno J, Serrano-Aguilar P,
Posada-de-la-Paz M, Kanavos P, Taruscio D, Schieppati A, Iskrov G,
Péntek M, Delgado C, von der Schulenburg JM, Persson U, Chevreul K,
Fattore G; BURQOL-RD Research Network. Social/Economic Costs and
Health-Related Quality of Life in Patients with Scleroderma in Europe.
Eur J Health Econ. 2016 Apr;17 Suppl 1:109-17.

CounaTHO-UKOHOMHMYECKA TeKeCT U CBbP3aHO ChC 3/IPABETO KA4YeCTBO HA KUBOT
NpHU NalMEeHTH ChC ckiaepoaepmusi B EBpona

Ien: Llenta Ha TOBa MpOyYBaHE € /1a c€ OMPEIEIN UKOHOMHYECKaTa TeXeCT OT COlMaaIHa
IJIeJIHa TOYKA U CBBP3aHOTO ChC 3/paBeTo kadecTBO Ha xuBoT (HRQOL) nmpu manuentu
ChC cKiIepoaepmus B EBporna.

Meroau: IIpoBeneHo € cpe30BO NpPOYyYBAHE Cpel MAUUMEHTH CbC CKICPOAEPMUSA OT
I'epmanms, Wrtanus, HWcnanus, @Ppanunms, BenukoOpuranus, Yurapus u IlIBerus.
Jlanaute 3a aemorpa)CKUTE XapaKTePUCTUKH, W3MOJI3BAaHETO Ha 3ApPaBHUTE PECypcCH,
HedopMalTHUTE TPUXKHU, 3arydara Ha mpousBoauTenHocT Ha Tpyaa 1 HRQOL ca cvOpanu
4pe3 BBIIPOCHUIIH, TIOMBJIHEHU OT MAIUCHTUTE WA TEXHUTE OOTHOTIICauH.

Pesyntatu: BernpocHUKBT € monmbiaHeH oT 00110 589 manueHTH. OTHOCUTETHUTE JISTTOBE
Ha TAIUeHTUTe C JIOKaJlu3WpaHa, OrpaHHMYeHa KyTaHHa M Judy3Ha KyTaHHA
cKiepoaepmus ca cboTBeTHO 28, 68 u 4%. CpenHure roguIIHA pa3xoau Bapupar ot 4
607 o 30 797 espo. [Ipexure pa3xoau 3a 3apaBeona3Bane Bapupat ot 1 413 no 17 300
eBpo. I[Ipekute He3apaBHU pa3xoau Bapupatr oT 1 875 no 4 684 eBpo, a 3aryoute Ha
npousBoAuTEIHOCTTa Ha Tpyaa oT 1 701 mo 14 444 espo. Cpennusat EQ-5D unaexcen
pe3ynraT 3a Bb3pacTHM mnanueHtu Bapupa oT 0,49 no 0,75, a cpegnusar EQ-5D VAS
pesyarat mexay 58,72 u 65,86.

3akmoueHue: OCHOBHUTE MPEIUMCTBA HA TOBA MPOYYBAHE C€ KPUAT B MOJAXO0MA ,,0TI0TY
Harope mpu KajlKyJupaHe Ha pa3XOJWUTE U B OLEHKaTa OT CTpaHa Ha IMAallUeHTUTE ChC
CKJIepo/epMHUsl OT IIMpPOKa MepCleKTHBa. [akbB BHJ MPOYYBAHUA Ca OCKBAHU B
MEXIYHapOJHATA JINTEpAaTypa 3a peaKu 3a0omsBaHus. [lalMeHTHUTE ChC CKIEPOICPMHUS
MOHACAT 3HAYUTEIHU COIMATHU-UKOHOMHYECKH pPa3XOJd U U3MNHUTBAT 3HAYUTEIHO

prnomaBane Ha HRQOL.
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Social/economic costs and health-Related quality of life in patients with scleroderma
in Europe

Objective: The aim of this study was to determine the economic burden from a societal
perspective and the health-related quality of life (HRQOL) of patients with systemic
sclerosis (SSc; scleroderma) in Europe.

Methods: We conducted a cross-sectional study of patients with SSc (involving both
localised and systemic sclerosis) from Germany, Italy, Spain, France, the UK, Hungary
and Sweden. Data on demographic characteristics, healthcare resource utilisation,
informal care, labour productivity losses and HRQOL were collected from the
questionnaires completed by patients or their caregivers. HRQOL was measured with the
EuroQol 5-domain (EQ-5D) questionnaire.

Results: A total of 589 patients completed the questionnaire. The rate of patients with
localised scleroderma, limited cutan and diffuse cutan SSc were 28, 68 and 4 %,
respectively. Average annual costs varied from country to country and ranged from €
4607 to € 30,797 (reference year: 2012). Estimated direct healthcare costs ranged from €
1413 to € 17,300; direct non-healthcare costs ranged from € 1875 to € 4684 and labour
productivity losses ranged from € 1701 to € 14,444. The mean EQ-5D index score for
adult SSc patients varied from 0.49 to 0.75 and the mean EQ-5D visual analogue scale
score was between 58.72 and 65.86.

Conclusion: The main strengths of this study lie in our bottom-up approach to costing and
our evaluation of SSs patients from a broad societal perspective. This type of analysis is
very unusual in the international literature on rare diseases in comparison with other
illnesses. We concluded that SSc patients incur considerable societal costs and experience

substantial deterioration in HRQOL.
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38. | 2016 Péntek M, Gulacsi L, Brodszky V, Baji P, Boncz I, Pogany G, Lopez-
Bastida J, Linertova R, Oliva-Moreno J, Serrano-Aguilar P, Posada-de-
la-Paz M, Taruscio D, Iskrov G, Schieppati A, von der Schulenburg JM,
Kanavos P, Chevreul K, Persson U, Fattore G; BURQOL-RD Research
Network. Social/Economic Costs and Health-Related Quality of Life of
Mucopolysaccharidosis Patients and Their Caregivers in Europe. Eur J
Health Econ. 2016 Apr;17 Suppl 1:89-98.

ConuaaHo-NKOHOMHYECKA TeKeCT M CBbP3aHO ChC 3/IPaBEeTO KA4eCTBO HAa KUBOT
NpH NAalHeHTH ¢ MyKomnoJu3axapuao3a B EBpona

Ien: Llenta Ha TOBa MPOYYBaHE € /1a CE€ ONPEAEIN UKOHOMHYECKATa TEXECT OT COLMaIHa
IJIeJIHa TOYKA U CBBP3aHOTO ChC 3/paBeTo kadecTBO Ha xkuBoT (HRQOL) npu nauuentu
¢ mykomnonuzaxapuaosa (MII3) B Esporma.

Meronu: IIpoBeaeHo € cpe30BO MpOYYBAHE Cpel M3BaJKa OT E€BPOMEHCKU IbprKaBH.
[TanmenTuTe Cca NMOKAHEHM 3a y4yacTHE 4Ype3 MalUMEHTCKU opraHu3auuu. JlanHuTe 3a
aeMorpadcKuTe XapakTepUCTUKH, U3II0JI3BAHETO Ha 3/IpaBHUTE peCypcH, He(hopMaTHUTE
rpwkH, 3arybata Ha mpomsBomuTesHOCT Ha Tpyna u HRQOL ca cwOpanu upes
BBIIPOCHUIIY, TOI'BJIHEHH OT MAIlUEHTUTE WK TEXHUTE OOIHOTIIEAAYH.

Pesynratu: BenpocHuksT € nonbiaHeH oT 120 nanuentu (meua 62%, sxenu 40%) u 66
6onnornenaun. CpenHaTa Bb3pacT Ha MauueHTHTE € 16,5 ToauHU, a cpeaHara Bb3pacT
MpU MOCTaBAHE Ha AuarHosa € 3 roguuu. Cpenuure uHaekcHa u VAS onenku no EQ-5D
3a BB3pPACTHM MAIMEHTHU Bapupa B OTIAEIHUTE CTpaHU chOTBETHO OT 0,13 1o 0,43 u ot
30,0 no 62,2. Cpennoto Bpeme 3a HedopmamHa rpmwka € 51,3 waca Ha cemMmuIa.
CpenHusar roauieH pasxona Ha nauueHT € 24 520 eBpo B YHrapus, 25 993 eBpo BbB
Opannus, 84 921 espo B Utanus, 94 384 espo B Mcnanus u 209 422 espo B ['epmanus.
Pa3xonute 3a gemna u BB3pacTHU ce pasnuyanaT. [IpekuTe pa3xoau mpeicTaBisBar Io-
rojsiMaTa 4acT OT pa3XxoJuTe BbB BCUYKUTE MET aHAIM3UpPaHU CTpaHu (choTBeTHO &0,
100, 99, 98 u 93%).

3axmouyenue: [lammenture ¢ MII3 mperbpnsaBar 3HauutenHa 3aryda mHa HRQOL u
TEXHHUTE CceMelcTBa 3aeMaTr 3abeneXuTeaHa YacT OT TPIXKHUTE 3a TAX. Bbhpeku ue
M3MOJI3BAHETO Ha PECYpCUTE 3a 3/IpaBeolia3BaHe U COIMAIHU TPHKU Bapupa 3HAYUTEIHO
no crtpanu, MII3 oka3Ba 3HAUMTENHAa COLUAIHO-UKOHOMHYECKA TEKECT BBB BCHUKH

H3CJICABAHU CTPaHU.
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Social/economic costs and health-related quality of life of mucopolysaccharidosis
patients and their caregivers in Europe

Objectives: To assess the health-related quality of life (HRQOL) of patients with
mucopolysaccharidosis (MPS) and their caregivers and to quantify the disease-related
costs from a societal perspective.

Methods: In the context of a multi-country study of rare diseases (BURQOL-RD project),
a cross-sectional survey was performed among MPS patients in seven European
countries. Data on demographic characteristics, health resource utilization, informal care,
and loss of labor productivity were collected. The EQ-5D, Barthel index (BI), and Zarit
burden interview (ZBI) questionnaires were used to assess patients' and their informal
caregivers' quality of life, patients' functional ability, and caregivers' burden, respectively.
Results: Altogether, 120 patients (children 62 %, females 40 %) and 66 caregivers
completed the questionnaire. Patients' mean age was 16.5 years and median age at
diagnosis was 3 years. Adult patients' average EQ-5D and EQ VAS scores varied across
countries from 0.13 to 0.43 and 30.0 to 62.2, respectively, mean BI was 46.7, and ZBI
was 32.7. Mean informal care time was 51.3 h/week. The mean total annual cost per
patient (reference year 2012) was €24,520 in Hungary, €25,993 in France, €84,921 in
Italy, €94,384 in Spain, and €209,420 in Germany. Costs are also shown to differ
between children and adults. Direct costs accounted for most of the costs in all five
countries (80, 100, 99, 98, and 93 %, respectively).

Conclusions: MPS patients experience substantial loss of HRQOL and their families take
a remarkable part in their care. Although utilization of health and social care resources
varies significantly across countries, MPS incurs considerable societal costs in all the

countries studied.
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39. | 2016 Iskrov G, Stefanov R. Criteria for drug reimbursement decision-making:
An emerging public health challenge in Bulgaria. Balkan Med J. 2016
Jan;33(1):27-35.

Kputepun mnpu B3eMaHe Ha pelieHHWe 3a penMOypcHpaHe Ha JeKapcTBa:
HOBOBB3HHKBAIIO 001[eCTBEHO3IPABHO NMPeIU3BUKATEICTBO B Bhiarapus
BbBenenue: BoB BpemMeHa Ha OIOJUKETHM OTPaHMUYEHUS MHCTPYMEHTHUTE 332 B3EMaHE Ha
pemieHre 3a peuMmOypcammsi ca OT OcoOeH HMHTEpeC 3a TeopusiTa M NpaKTHKaTa Ha
OOIIIECTBEHOTO 3/paBe. BBBEKTaHETO Ha HOBHM 3JPaBHM TEXHOJOTHH, HApaCTBAIIHWTE
3paBHU Pa3XOJW W 3aCHJICHHAT OOIIECTBEH KOHTPOJ KapaT 3pPaBHUTE BIIACTH Ja
O6MI/ICJI$IT MCXaHU3MHU, KOHUTO HaC’bp‘-IaBaT M3II0JI3BBAHCTO Ha e(beKTI/IBHI/I 3,[[paBHI/I
TCXHOJIOI'NHU N C'bH_[eBpeMeHHO OI‘paHI/I‘-IaBaT pasxo,unTe.

Len: IlenTa Ha U3ceABAHETO € JIa MPOYYH HACTOAIIATA PaMKa 3a B3eMaHEe Ha PEIICHHS 3a
peumOypcanus Ha Jiekapctsa B bearapus. [TunotHoTo M3ciienBane € pOKyCcUpaHo BbPXY
€IMH KOHKPETEH KOMIIOHEHT OT TO3HM NpOIeC — H3MOI3BAHUTE KPUTEPUU — TOPAaH
KPUTUYHATA POJISL, KOSTO KPUTEPUUTE UMAT 3a OIpeJiesisiHe Ha OI0/KETH U IPUOPUTETH B
oOacTTa Ha OOIIECTBEHOTO 3/IpaBe.

Metomu: H3cinenBaHeTo € peallM3MpaHO dYpe3 INpOoydBaHE HAa KPHUTEPUHUTE 3a
peumOypcanus cpel YeTHPUTE OCHOBHHM 3aWHTEPECOBAHU CTPAaHH B OOIIECTBEHOTO
311paBe — MCAMIIMHCKH CICHHUAINCTH, IMALIUCHTH, SI[paBHI/I BJIACTU U I/IHIIYCTpI/I}I. CHCI{
TOBa, EMITUPUYHUTE PE3YJITATH Ca CPABHEHHM C JIeHcTBaIaTa KbM MOMEHTa peryjaTopHa
pamka.

Pesynraru: 3aumHTepecoBaHM CTpaHUM IIOCTUTAaT ChbIVIacU€ OTHOCHO 15 Kpurepus,
dbopMupaly TMpeaBapuTeIHA paMKa 3a B3eMaHE Ha pEUIeHHs 3a peuMOypcupaHe Ha
nekapcrsa. Hail-oueBuaHaTa paszivka Mexay €eMIUPUYHO YCTAHOBEHUTE NPEAIIOUYUTAHUS
W JICHCTBAIIOTO 3aKOHOJATEJICTBO € HEOTYMTAHETO Ha CHJIaTa Ha JOKa3aTeJICTBaTa NP
pelIeHusTaTa 3a peMOypcarus.

3axnroueHue: bparapckuTe 3MpaBHU BIACTH TPSOBA J1a KOPUTUPAT KOHKPETHHU MPOITYCKH,
KaTo JIHUIICa Ha O(l)I/II_[I/IaJ'IHO OTUYUTAHC Ha A0Ka3aTCJICTBATA, I/I3pI/I‘-IHa pOHH Ha KpI/ITepl/II/ITC
3a e(peKTUBHOCT W TMPWIOKCHHE Ha MEXaHW3MH 3a OBJIACTSABAaHE W YydYacTHE Ha

MAaIMCHTUTE MMPHU B3EMAHE HA PCUICHUAA. Tes3n IMPENOPBKU MOorat aa 6”b,Z[aT HaCO4YCHH KBM
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BCHYKH M3TOYHOEBPOIIEHCKH CTPAHU, KOUTO CIIOJEISAT 00N MPOoOIeMH B OOIIIECTBEHOTO

31pase.

Criteria for drug reimbursement decision-making: an emerging public health
challenge in Bulgaria

Background: During times of fiscal austerity, means of reimbursement decision-making
are of particular interest for public health theory and practice. Introduction of advanced
health technologies, growing health expenditures and increased public scrutiny over drug
reimbursement decisions have pushed governments to consider mechanisms that promote
the use of effective health technologies, while constraining costs.

Aims: The study's aim was to explore the current rationale of the drug reimbursement
decision-making framework in Bulgaria. Our pilot research focused on one particular
component of this process - the criteria used - because of the critical role that criteria are
known to have in setting budgets and priorities in the field of public health. The analysis
pursued two objectives: to identify important criteria relevant to drug reimbursement
decision-making and to unveil relationships between theory and practice.

Study design: Cross-sectional study.

Methods: The study was realized through a closed-ended survey on reimbursement
criteria among four major public health stakeholders - medical professionals, patients,
health authorities, and industry. Empirical outcomes were then cross-compared with the
theoretical framework, as defined by current Bulgarian public health legislation. Analysis
outlined what is done and what needs to be done in the field of public health
reimbursement decision-making.

Results: Bulgarian public health stakeholders agreed on 15 criteria to form a tentative
optimal framework for drug reimbursement decision-making. The most apparent gap
between the empirically found preferences and the official legislation is the lack of
consideration for the strength of evidence in reimbursement decisions.

Conclusion: Bulgarian policy makers need to address specific gaps, such as formal
consideration for strength of evidence, explicit role of efficiency criteria, and means to
effectively empower patient and citizen involvement in public health decision-making.

Drug reimbursement criteria have to be integrated into legitimate public health decision
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support tools that ensure the achievement of national public health objectives. These
recommendations could be expanded to all Eastern European countries who share

common public health problems.
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40. | 2016 Iskrov G, Stefanov R. Ensuring Transparency and Consistency in the
Value Assessment of Cancer Therapies. J Clin Oncol. 2016 Aug
20;34(24):2938-9.

OcurypsiBane Ha MPO3PA4YHOCT U MOCJIEI0BATETHOCT B OLIEHKATA HA CTOIHOCTTA Ha
OHKOJIOTHYHHUTE Tepanuu

[IpoyeToxme c ToisiM MHTEpec cTaTwsiTa Ha Schnipper u cwhaBTOopu. To3m mpuHOC Ha
AMEpUKaHCKOTO JPYKECTBO MO KiIMHUYHA OHKojorusi (ASCO) e 3HauuTeNneH HanpeIbK
KbM OCHUTypsIBAaHE Ha CTOWHOCT 3a MAI[MEHTH C paK, 3ama3Ballku W TMOJ00psSBaiiku
KauecTBOTO Ha IPHXKUTE, HO CHIEBPEMEHHO HachpuaBailku MHOBalLMUTE. BhIpeku ToBa,
MpeaoXKeHaTa paMKa ce HYXJae OT JOMBIHHTEIHH MOJ00pEeHMs, 3a ]a IOCTUTHE TEe3U
LEJH.

BbB BCcHUKM CTpaHM W 3[paBHU CUCTEMH ce Hajara HU300p Mpu pasnpenensHe Ha
pecypcute. B3emMaHneTro Ha TakuBa pelIeHHs € CIOXKEH Mporlec. Brnpeku Haii-moOpute
YCWJIMS, TPYJHO € Ja C€ MOCTUTHE ChITIAaCUe MEXJy BCUUYKA KOHKYPEHTHH WHTEPECH.
MHorokputepuiiHUIT aHaiu3 3a B3emane Ha pemieHne (MCDA) urpae ocHOBHA poJisi B
o0nacTTa Ha MHOBAaTUBHUTE OHKOJOTMYHU Tepanuu. llpuynHara 3a mpuiaraHeTo Ha
MCDA e HeoOXoauMocTTa OT MPO3PAYHOCT TMPH OMPEISTISTHETO Ha MPHOPUTETUTE U
pasnpeneneHueTo Ha pecypcute. [Ipo3paduHocTTa 03Ha4aBa MOCIEAOBATEIIHOCT HA TE3U

peuICHus BbB BPEMCTO. ToBa He o3HauaBa 3aABJKUTCIIHO CAHAKBOCT HA PCIICHUATA.

Ensuring transparency and consistency in the value assessment of cancer therapies
We read with great interest the article by Schnipper et al. This contribution of the
American Society of Clinical Oncology (ASCO) is a significant advancement toward
ensuring value for patients with cancer while preserving and enhancing quality and
sustaining 1innovation. Nevertheless, the suggested framework needs additional
improvements to achieve these legitimate goals.

In all countries and health care systems, choices in the allocation of resources are
necessary. Decision making is a complex process. Despite best efforts, it is difficult to
reconcile all competing interests. Multiple-criteria decision analysis (MCDA) plays a
major role in the field of innovative cancer therapies. The rationale for the application of

MCDA is the need for transparency in priority setting and resource allocation.
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Transparency means consistency over time in such decisions. It does not mean uniformity

of decisions.
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41. | 2016 Iskrov G, Kuncheva R, Stefanov R. Incorporation of Multi-Criteria
Decision Analysis into Health Technology Assessment: Experiences and
Challenges from Bulgaria. In: Jakovljevic M, ed. Health Economics and
Policy Challenges in Global Emerging Markets. Nova Science
Publishers, NY, 2016; 41-58. (ISBN 978-1-63484-720-9)

BkirouBaHe HAa MHOTOKpUTEpPHEH aHAJIM3 32 B3eMaHe Ha pellleHHe B OLIEHKATAa HA
3ApaBHHUTE TEXHOJIOTHHU: ONUT U NMpeAU3BUKAaTeJCcTBa 0T bbiarapus

Ouenkara Ha 3apaBaute TexHosnorun (HTA) ce mpumara 3a ompenensiHe nanu JiajeHa
3/paBHA TEXHOJIOTHS HOCH MOBEYE 3APaBHU TOJ3U U MO-BUCOKA CTOMHOCT 3a BIIOKEHUTE
B ymoTrpebara i cpeactBa. MHOTOKpUTEPUHHHUAT aHAIM3 32 B3e€MaHE Ha pEIICHUE
(MCDA) moxe nma urpae ocHoBHa poisi B HTA, karo ocurypsiBa mpoO3payHOCT IMpHU
B3eTUTE mpenopbku. CHCTEMAaTHYHOTO TMpWIaraHe Ha Ta3d paMKa TapaHTUpa
MOCIIEZIOBATETHOCT HA pEIICHUATa W TO03BOJSBA apryMEHTallds Ha OleHKaTa Ha
CTOMHOCTTa, KaTo TO3M HAayuH [IOBUIIABA JIETUTUMHOCTTa Mpel OOIIEeCTBOTO U

3aCE€rHaTUTEC CTpaH! Ha IIpoLeccCa Ha B3EMaHC Ha PCIICHUA.

Incorporation of multi-criteria decision analysis into health technology assessment:
experiences and challenges from Bulgaria

Health technology assessment (HTA) has been used as a guiding instrument to determine
if a specific health technology yields more health benefits and value for money than other
health technologies that compete for the same limited resources. Multi-criteria decision
analysis (MCDA) could play a major role in HTA by offering transparency in coverage
decisions. Systematic application of this framework ensures consistency across decisions,
allows justification of value judgments, and thus enhances legitimacy of decision-

making.
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42. | 2012 Iskrov G, Miteva-Katrandzhieva T, Stefanov R. Challenges to orphan
drugs access in Eastern Europe: the case of Bulgaria. Health Policy.
2012 Nov;108(1):10-8.

IIpenm3BukaTe/icTBa NMPH J0CThbIAa 10 JekapcTrBa cupand B M3rouna Espona:
npumep ¢ borarapus

To3u 0030p pasriexiga Kak €JHa HW3TOYHOEBpOIEHcKka CTpaHa peryiaupa JIocThla IO
JIeKapcTBa cUpaly, chueTtaBaiiku monutukute Ha EC cbe cnenudukuTe Ha HAIIMOHATHATA
cH 37paBHa cuctema. Cpe30BOTO MpOyYBaHE U3IOJI3Ba OOuIMs Opoil JiekapcTBa cUpal,
paspemienue 3a maszapHa ynorpeba Ha HUBO EC xbM mapt 2011 1. To3m Opoit e
MOCIIEZIOBATEIHO TPECAT TMpe3 M3UCKBAHHUATA H KPUTEPUUTE Ha OBITapcKOTO
3aKOHOJATEJICTBO 33 PErucTpalus, [eHoo0pasyBaHe M penuMOypcalusl Ha pa3XxoauTe 3a
JIEKapCTBEHH MPOAYKTH. Taka e u3BeAeH KpaHUAT Opol Ha TOCTHITHH JIEKApPCTBA CHUPAIIH
B bbirapus. [IpoyyBaHeTO NONBIHUTENHO OIEHSIBA CPEIHUS MEPUOJ OT MOMEHTa Ha
onoOpeHue 3a mazapHa ymoTrpeba 10 MOMEHTa Ha TOJOXUTEIHO pEeLIeHue 3a
penMOypcanusi oT Obarapckure 3apaBHU Bractu (43 + 29,1 mecena). [locThObT 10
JIeKapcTBa cupanu TpsiOBa Ja ObAe peryiupaH Ha pasyMHa M apryMEHTHpaHa OCHOBA.
Wmaliky npeasu orpaHMYEHUTE PECYpCH, HE CTaBa BBIIPOC JaIU Ja ce Jajie IPUOPUTET
Ha pSAIKOCTTa, a Jla C€ Ch3/aJaT MEXaHW3MHU 3a MpaBUIHA OIIEHKAa Ha CTOMHOCTTa Ha
JIEKapCTBaTa CUpPALM U ONTUMAIHO M3IIOJI3BAHE HA Ta3W CTOMHOCT, B CHOTBETCTBHUE C
MOTPEOHOCTUTE U HArJIacUTe Ha OOMIECTBOTO. AHAIU3BT UIECHTUDUIMPA YETUPU BaXKHU
Mpelu3BUKATEICTBA Mpel JAOCThblIa 10 JekapctBa cupanu B M3touna Espoma:
pazpaboTBaHEe HAa HOBM TOIXOMM 3a IIEHOOOpasyBaHE Ha JIEKapcTBa CHpAId, II0-
HATaTHITHO B3aWMOJCWCTBME Ha aHanW3a Ha e(EeKTHBHOCTTA HA pPa3XOJguTe C
MEIULHUHCKH ChOOpaKeHUs, aKTUBHO BBBEXKIAaHE HA EMUJEMUOJIOTHYHH PETUCTPHU 32
penxku 3a0oyiiBaHMA M TPOyYBAaHE HA COIMAJIHUTE MPEANOYUTAHUS M TOBUILIABAHE

00IIIecTBEHAaTa OCBEIOMEHOCT.

Challenges to orphan drugs access in Eastern Europe: the case of Bulgaria
This article explores how an Eastern European country could deal with orphan drugs
access, combining EU policies with its own national settings. The cross-sectional

observational study takes the total number of orphan drugs (61) available on EU level by
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March 2011, and then consecutively filters it through the requirements and criteria of
relevant Bulgarian legislation on registration, pricing and reimbursement of medicinal
products, obtaining the final number of accessible orphan drugs (16) in Bulgaria. The
study further evaluates the average time period from market authorisation to positive
reimbursement decision by Bulgarian health authorities (43+29.1 months). Access to
orphan drugs should be provided on a reasonable and justified basis. Having in mind the
limited availability of resources, it is not a question whether to prioritise rarity, but to
create legitimate mechanisms for properly assessing orphan drugs' value and optimally
using this value, according to the society's needs and views. The analysis identifies four
important challenges to orphan drugs' access in Eastern Europe: (1) elaboration of new
orphan drugs pricing approaches, (2) further interaction of cost-effectiveness analysis
with medical criteria, (3) active introduction of epidemiological registries for rare

diseases, and (4) research of societal preferences and raising public awareness.
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43. | 2012 Iskrov G, Miteva-Katrandjieva Ts, Stefanov R. Rare diseases and orphan
drugs in Bulgaria - Challenges and priorities. Pediatriya. 2012;52 (1
SUPPL.):55-57.

Penxkurte OosiecTH M JiekapcTrBara cupanu B bbiarapus — npeausBMKaTe/icTBa M
NMPUOPHUTETH 32 IelCTBUS

Penxure Oonecth W CBBp3aHUTE C TAX JIEKAPCTBA CHpAlld Ca BCE MO-IIHMPOKO
JTUCKyTHpaHa TeMa B CHBPEMEHHOTO OOIIECTBEHO 3/paBeoma3BaHe. [Ipe3 mocienHuTe
roguHu bearapust nreMoHCTpupa BoJid J1a paboTH 3a pellaBaHeTo Ha Te3W MpoOIeMHu.
[Ipuera 6e Haunonanna mporpama, mogo0puxa ce Bb3MOXXHOCTUTE 3a AMAarHOCTUKA Ha
penkute OoyiecTH, TpeaNpUeTH OsXa MEpKM 3a ONTUMHU3UpPAHE Ha JOCThIa JO
CKBIIOCTPYBAIO JiedeHne. ToBa obade He O3HAYaBa, Y€ BCUYKU MPOOJIEMU C PEAKHUTE
0O0JIECTH y HAC ca PEIICHH.

[Nanmenture c penku Oo0NecTH ce HYXKAAIT OT YBEIMYEHA MPOIBILKUTEIHOCT U
MOBUIIIEHO Ka4eCTBO HA KUBOT. AJIGKBAaTCH JOCTBHII 0 0OJI00PEHUTE HHOBATUBHU TEPATTUU
1€ CTIOMOTHE 32 OTTOBApSIHETO Ha Te3W ouakBaHus. KbM MoMeHTa ob6aue camo 24 ot 67-
Te JIeKapcTBa cupalu, perucrpupanu Ha HuBO EC, ca AocThmHHM 3a OBIArapcKuTe
MalUCHTH.

HeobxonuMo fa e ObIaT ch3JaieHH YCIOBHS 3a OOCKTHBHA OLIEHKA M HAaBPEMEHHO
M3II0JI3BaHE HA TE3M MeIuMKaMeHTH B bparapus. Karo Haii-Haliexamia Mspka H3IIbKBa
ch3faBaHeTo Ha HamumonaneH perucTbp 3a peaku OoJiecTH. 3apaBHUTE peETyNIalud
Oenexar TEHACHLUS KbM IOBEYE MPO3PAYHOCT U OOEKTHBHOCT, HO TO3H IpoIieCc TpsiOBa
J1a TPOJBJKA U CTpaHaTa HU J1a ObJe M0-aKTUBEH YYACTHUK B €BPOIEUCKUTE ACHCTBUSATA

IO OTHOLICHUC HA PECAKUTC OoiectH.

Rare diseases and orphan drugs in Bulgaria — challenges and priorities

Rare diseases and orphan drugs are becoming a widely discussed topic in contemporary
public health. In recent years, Bulgaria has shown willingness to work to address these
issues. A National programme was adopted, diagnosis of rare diseases was improved, and
measures were taken to optimise access to expensive therapies. However, it does not

mean that all rare diseases problems in the country are solved.
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Patients with rare diseases need increased life expectancy and raised quality of life.
Adequate access to approved innovative therapies should help meeting these
expectations. Yet, at present only 24 of the 67 orphan drugs registered at EU level are
accessible for the Bulgarian patients.

Conditions have to be created for fair evaluation and timely use of these medicinal
products in Bulgaria. Establishing a national registry of rare diseases is the most urgent
measure. Health regulations tend towards more transparency and objectivity, but this
process must continue and Bulgaria should be a more active participant in the EU level

actions on rare diseases.
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V. ITYBJIMKAIIMN B HEPE®EPUPAHU CIITMCAHUSA C HAYYHO
PEHEH3UPAHE UJIHN ITYBJIUKYBAHH B PEJAKTUPAHH
KOJIEKTUBHHU TOMOBE

Ne | T'ogmna Iyoankanus

44. | 2019 HUckpos I', Credanos P. Imar nu npuHyIuTEIHUTE JTULIEH3UH MSCTO B
nebara 3a 1OCTbhIIa JO NHOBAaTUBHU Tepanuu? Penku 6onectu u
nekapctBa cuparm 2019;10(2):3-4

HNmat 1u npuMHyAUTEJHUTE JHIEH3UMH MSCTO B 1efaTa 3a A0CThIA 10 HHOBATHBHHU
Tepanuu?

JlocThbI'BT O MHOBAaTHBHM 3JPAaBHU TEXHOJIOTMH OCTaBa BOAEII AMCKYCHOHEH MOMEHT B
ChbBpEMEHHAaTa 3/[paBHa MoJuTHKA. [locTuraneTo Ha B3aMMHOU3IOJIHO M CIPABEJIUBO 32
BCUUKHM pELIEHHe MoOXKe Ja ObJe M3KIIYHUTEIHO CIIOXKHO, OPH HEBB3MOXKHO B
olnpezeneHu ciiydyand. Hanocneapk, HHTEpeC 3a peryiaropHata IpakTHKaTa NpeCcTaBIIsiBa
BH3MOKHOCTTa 3a MpWJIaraHe Ha TNPUHYAMTEIHU JIMIEH3MH BBbB (papmaneBTHUHATA
uHAycTpus. Ta3u 3aKOHOBA OMIMA WM IO-CKOPO 3aIulaxara OT U3MOJI3BAaHETO W MOXe Aa
M3UTpae OnpesesieHa posis Ipu J0roBapsHe Ha JJOCTHII 10 HOBU JIEKAPCTBEHU Tepanuu. B
CBLIOTO Bpeme obade, TOBAa NpEICTaBIsBa KpailHa MsApKa C MHOKECTBO HEH3BECTHHU

ABITOCPOUYHHU MMOCICACTBUA 3a 3JPAaBHUA CCKTOP U 06H_ICCTBOTO.

Does compulsory licensing have a place in the debate on access to innovative
therapies?

Access to innovative healthcare technologies remains a leading debate issue in the
contemporary health policy. Finding a solution that is mutually beneficial and fair for all
parties could be extremely complicated, even impossible in certain cases. Recently,
regulatory practice has shown interest in enforcing compulsory licenses in the field of
pharmaceutical industry. This legal option, or rather the threat of using it, may play a role
in negotiating access to new therapies. At the same time, however, it is an extreme

measure with many unknown long-term consequences for the health sector and society.
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45. | 2019 Hckpos I', Credanos P. 3a cToifHOCTTa HAa HHOBATUBHUTE TEPAITUH U
[[eHaTa Ha MPenpoQUINPAHETO HA JIEKaPCTBEHU MPOAYKTU. Penku
6onectu u nekapcrea cuparm 2019;10(1):3-4

3a cToifHOCTTa HA MHOBATHBHUTE TEPANMH M I[€HATA HA NpenpouIMpaHeTo Ha
JIeKapCTBEHH MPOAYKTH

HGGaTT’T OKOJIO NHOBATHBHUTC JICKAPCTBCHU TCPAIIMU U TAXHATA CTOMHOCT cTaBa BCE IO-
HMHTCH3HNBCH npes3 IIOCIICOHOTO JCCETUJICTHUC. I/IHBCCTI/IpaHeTO B
Hay4YHOM3CJIeJ0BAaTeNICKaTa U pa3BoOiHAa JEHMHOCT € eIUH OT OCHOBHHUTE MHCTPYMEHTHU 3a
aJIeKBaTHO OTroBapsiHE Ha CHBPEMEHHHUTE NpPEIU3BHKATENICTBA Mpel MeTuIMHATa U
3paBeorna3BaHeTo. B chIloTo Bpeme oOade, OCHOBEH MpoOjIeM Ha HWHOBATUBHUTE
TCpalMu CC OKa3Ba TAXHATA BHUCOKA, YCCTO IIbTU HCIIOCHUJIHA IICHA. Ilo TO3M HauwmH
$hokychT OT e(eKTHBHOCT M e(pUKACHOCT Ha HOBaTa HWHOBATHMBHA Tepamus OwBa
M3MECTBaH KbM HeHHaTa IeHa. AKIEHT Ha 3JpaBHaTa IOJUTHKA U peryjlaTopHaTa
MPAKTUKa 32 HOBUTE Tepanuu clieABa fa ObAe Mpead BCUYKO TeHEPUPAHETO HA 3IPaBHU
MOJI3U — U3JICKYBAHEC, IMPCAOTBPATABAHC HA 3a6OJISIBaHe, IIOBHUIIIaBaHEC HAa Ka4E€CTBOTO Ha
KHUBOT, yIBJDKaBaHE Ha MpekuBsIeMOCTTa. CHOTBETHO NAIMEHTHT TpsAOBa Ja HMa
HAaBPEMEHEH JIOCTHII 10 TUArHOCTHKA, JIE€UEHUE U MPOCieIsBaHe, KOUTO L€ My OCUTYPST
Hal-100pH, Hall-KaueCTBEHU 3[paBHH PE3yNTaTH. 3a ChkKalleHue obade, HE caMO Y Hac,
HO WU B MHOIo0 Apyru CTpaHh BCE IOBCUC CC TOBOpU 3a JHMMHUTHU, OIrpaHUYCHUA H

PECTPUKIINH.

About the value of innovative therapies and the cost of drug repurposing

The debate on innovative drug therapies and their value has been intensifying over the
last decade. Investing in research and development is one of the main tools for adequately
responding to the current challenges of medicine and healthcare. At the same time,
however, a major problem with innovative therapies is their high, often unbearable, cost.
In this way, the focus on the effectiveness and efficiency of the new innovative therapy is
shifted to its cost. Health policy and regulatory practice on innovative treatments should
focus on health benefits — cure, prevention, improving quality of life, prolonging survival.
Accordingly, patients should have timely access to diagnosis, treatment and follow-up

that will provide them with the best possible health outcomes. Unfortunately, not only in
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our country, but also in many other countries there is a growing talk of limits, restrictions

and restrictions.
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46. | 2019 Xpucrosa E, Uckpos I', Credpanos P. IIpekonuenimonna ynorpeda Ha
(bonmeBa KucenrMHa 3a MbPBUYHA NPO(UIAKTUKA HA PEIKU T€HETUYHU
3abonsBanus. Penku 6onectu u nekapcera cuparm 2019;10(1):20-25

IIpexonuenuuoHHa ynorpeda Ha ¢gojiMeBa KHCEJIUHA 32 MbPBUYHA NPOPUIaKTHKA
HA PeAKHM reHeTHYHH 3200/IBAHUA

Hedexkture Ha HeBpanHata TpbOa (AHT) mnpeacraBisBar rpyma TEXKKH BpOJCHH
aHOMaJIMHM, KOUTO ca CBBP3aHH C BUCOKA CMBPTHOCT, HEOIArompusTHA MPOTHO3a H
IBJITOCPOYHH YBPEXKIaHUS, KAKTO U ChC 3HAYUTEITHU €MOLIMOHAIHU, IICUXOJIOTUYECKU U
WKOHOMHUYECKH nocneacTBUsA. Besika roguaa B EC ce HabmrogaBat npuommsutendo 5 000
ciydyau Ha JIHT. IloBedeTo OT TAX C€ AUArHOCTULMpAT IIPEHATAJHO C ITOCJIEABALLO
npekpaTsBaHe Ha OpeMEHHOCTTa. YCTaHOBEHO €, Y€ IMPEKOHIEMIMOHHUAT IpUEM Ha
dbonmeBa KuceaIuHa MOKEe 3HAYUTENIHO Aa Hamaiu pucka 3a JJHT. Bernpeku ToBa obaue,
KbM JHENIHA JaTa B €BPONEHCKUTE CTPAHM HE CHLIECTBYBAT MPOrPaMU U MOJUTUKH 32
npueM Ha (oreBa KUCEIHHA MPU KCHH B PEMPOIYKTHBHA BBH3PACT WU MO-CIEIIUATHO
IpU Te3W, KOUTO IutaHupar OpemeHHOcT. Hacrosimata myOnukanus wMa 3a [ed Aa
MPE/ICTaBU U aHAIM3Mpa HOBUTE TEHIECHIUH NpHU yrnoTpedarta Ha (osineBa KHcelnHa KaTo

CPEICTBO 3a MbPBUYHA MPO(UIAKTUKA HA PEJKU T€HETUYHH 3a00IIBaHMUS.

Preconception use of folic acid for primary prevention for rare genetic diseases

Neural tube defects (NTDs) represent a group of severe birth defects that are associated
with high mortality, unfavorable prognosis and long-term disabilities, as well as
significant emotional, psychological and economic consequences. Every year,
approximately 5,000 cases of NTDs occur in the EU. Most of them are diagnosed
prenatally with subsequent termination of pregnancy. Preconception intake of folic acid
has been found to significantly reduce the risk for NTDs. However in European countries
there are no programs and policies for the intake of folic acid in women of reproductive
age or those planning pregnancy. This publication aims to present and analyze new trends

in the use of folic acid as a means of primary prevention of rare genetic diseases.
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47. | 2019 Murosa E, Uckpos I'. Enunemuonorus Ha X-CBbp3aHara
xunodocharemus. Penku 6onectu u nexkapcrsa cuparu 2019;10(1):26-
30

Ennpemuosiorusi Ha X-cBbp3anara xunodgocharemust

X-cwp3anara xunodocharemus (X-linked hypophosphatemia, XLH) e nacnencrseno
3a0oJsiBaHe, XapaKTepU3Upalio ce C MoBHUIleHa 3aryda Ha ¢ocdatu mpe3 6bp0peuuTe,
KOETO BOJIH /IO MPOSIBU HA PaxHT, KOCTHU jAedopMaliiu U n3ocraBaHe B pactexxa. XLH ce
yHacjeasBa JIOMWHAHTHO, 3acsira W JABaTa moja U cheTaBiusiBa 80% ot damwmiHuTe
xunodocharemMun. 3a00JIIBAHETO C€ MPOSBSIBA HAW-YECTO B IBPBHUTE JBE TOAWUHU OT
KUBOTA, KaTO MOKE J1a Bapupa MO TEXKECT W MUMa CIy4yau Ha JUArHOCTUIIMpAHE €]1Ba B
IOHOIIIECKATa U 3psula Bb3pacT. PaHHaTa nuarHosa U CBOEBpEeMEHHOTO JieyeHue Ha XLH
ca OT pellaBallo 3HaueHHe 3a TIOCTUTaHe Ha M0-100pH pe3yiaTaTu KaTo MO-MajKo KOCTHH
nedopmaru, MoA0OPEH PacTeX W MO-T00pO JEHTATHO 37paBe, a OT TaM M MOA00PEHO
Ka4ecTBO Ha >kMBOT. M3ydaBaHero Ha enuaemuosorusata Ha XLH e 3arpynneno nopaau
MaJIKis Opoil POyYBaHUS B Ta3W HAacOKa. B mocneaHnTe HAKOJIKO TOAWHH JJOKa3BaHETO
Ha JMarHo3ara CTaBa BBb3MOXXHO M 4Ype3 MOJEKYJSIJPHM T'€HETUYHH TECTOBE, KOUTO ca
BKJIIOUEHHM B HSIKOM H3CJEABaHMS Ha TAalMeHTH C ToBa 3aboisBaHe. HacrosiaTta
nyonuKamuss “UMa 3a IeNd Ja aHajdu3upa enuaeMuolorTnyHu ganHu 3a XLH u ga

npeaoCTaBu OLCHKA 3a PA3NPOCTPAHCHUCTO HA TOBA 3a00JIIBaHe B B’bJII‘apI/I}I.

Epidemiology of X-linked hypophosphatemia

X-linked hypophosphatemia (XLH) is a hereditary disorder characterized by increased
renal phosphate wasting, which leads to clinical manifestations of rickets, bone
deformities and growth retardation. XLN is transmitted as an X-linked dominant trait,
affects both sexes equally and accounts for 80% of familial hypophosphatemic disorders.
The disease is frequently manifested during the first two years of life. However, because
of extremely variable severity and presentation, the diagnosis may be made late in
adolescence and adulthood. Early diagnosis and adequate treatment of XLH is of
paramount importance for achieving better disease management outcomes, such as fewer
bone deformities, improved growth and better dental health. The study of XLH

epidemiology is difficult because of low number of studies in this direction. In the recent
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years new molecular genetic tests have made possible the precise diagnosis and are now
included in some of the studies with XLH patients. This publication aims to analyze the
available epidemiological data on X-linked hypophosphatemia, as well as to provide an

insight into XLH prevalence in Bulgaria.
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48. | 2018 Hristova E, Iskrov G, Stefanov R. Ideal and planned number of children
of the Bulgarian family. Trakia J Sci. 2018;16(Suppl. 1):63-66.

Nneanen u nianupan 0poii fena B 0bJIrapcKkoTo ceMeicTBO

[locnennure neceTuneTuss ce XapakTepU3UpPaAT C BAXKHHU MPOMEHU B PENPOAYKTHBHOTO
MOBeJIeHNEe Ha OBJTapuTe — HaMaJsiBaHe Opos Ha Jerara, KbCHO BCThIIBaHE B Opak, Io-
KbCHO paX<JlaHe Ha IIbpBO JeTe U Jp. LlenTta Ha ToBa u3cneaBaHe € 1a ce UACHTUPUIUPAT
U aHATH3UPAT (PAKTOPUTE, ONPEILIISAIIN PEPOTYKTUBHUTE HAMEPEHHUS HA ChBPEMEHHOTO
ObATapcKo cemeicTBo. M3BBpIIeHO € cpe3oBo MpoyuBaHe. [IbpBHYHA CONMOIOTHYECKA
nH(opManus € crOpaHa upe3 Mpsika HHANBUAYadHa aHKeTa oT 73 Bbrpoca. [IpoyuBaneTo
e nposeneHo B IlnopauB mpe3 2015-2017 r. Auketupanu ca o6mo 243 nBoiiku. Mma
CTAaTHCTUYECKU 3HAUMMa Pa3ihKa B UICATHUS Opod Jlera MeXay ABOWKHU ChC CKIIOYCH
Opak mpe3 1995 u 2015 r. MoaensT ¢ aBe Aela OCTaBa Hal-TIpHeTaTa KOHIISTIIHS 3a
cemelictBo. CXOJHHWTE CTOMHOCTH HAa WJACATHHMS M TUIAHMpAHUS Opoil Jena IoKa3BaT
HaMaJICHO >KeJlaHHE 3a BB3MPOM3BOJACTBO U MO-Majlka MOTHBALMA 3a Jeua B OBbjel]

HEPUOJ OT BPEME.

Ideal and planned number of children of the Bulgarian family

The last decades have been characterized by important shifts in the reproductive behavior
of Bulgarians — decrease number of children, higher age of marriage, later birth of first
child, etc. The purpose of this study is to identify and analyze the factors determining the
reproductive intentions of the modern Bulgarian family. A cross-sectional study of
families was carried out at the time of submission of their documents for state registration
of the marriage. Primary sociological information was collected through a direct
individual survey of 73 questions. The study was conducted in Plovdiv in 2015-2017. A
total of 243 couples were interviewed. There was a statistically significant difference in
the ideal number of children between married couples in 1995 and 2015. The two-child
model remains the most accepted concept of family. The similar values of the two
indicators — ideal and planned number of children prove reduced reproduction intention

and less motivation for children in future period of time.
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49. | 2018 Hckpos I', Crehanos P. Ouenka Ha pa3xoaHaTa e(heKTUBHOCT Ha
3[paBHUTE TEXHOJOTUHU B Bhirapus — MeTo10J0rnYHN TPOOIEMH 1
MOTEHIMATHA Bh3MOKHOCTH. Pesiku OonecTr U ieKapcTBa cupanu

2018;9(4):3-4

Onenka Ha pa3xogHaTa e(eKTHMBHOCT HA 3ApPaBHUTE TeXHOJIOruM B bwiarapus —
MeTOd0/I0TMYHH NMP00JIeMH U NOTEHUMAJIHH Bb3MOKHOCTH

ITpe3 nocnenHuTE rOJMHU, MECELIUTE OKTOMBPH — IEKEMBPH CE€ YTBBPANXa KaTO BpeMe 3a
HOBHM U7ieH 3a pe)opMU B 3/1paBeONa3BaHETO U B YACTHOCT YIPABICHUETO Ha ITyOJIMYHUTE
pa3xoau 3a JIEKapCTBEHM NpOAYKTH Ha HanmoHanHaTa 31paBHOOCUTYpUTEIHA Kaca
(H30K). B xpas nHa 2017 r. Bojema Tema O€ MNpEIIOKEHHETO 3a MOPATOPUYM 3a
3alUlalllaHe Ha HOBU JIEKApCTBEHM Tepanuu. Ta3W TroAMHAa TNPUETHTE MEpPKU ca
3HAYUTENHO Mo-MamabHu. HacTosmara pegakiyoHHa ctaTus HsAMa 3a LeJl Jla ONUCBa U
aHaJIM3UpPa TE3U MPOMEHH MpeaBuA (PaKTa, ye MPEeJACTOU JOMBIHUTETHO KOHKPETU3UPaHE
Ha MEXaHM3MHUTE 3a TAXHOTO IPWJIAraHe C €BEHTYaJeH INPEXOJeH INEepHUoAd, KaKTO U
BB3MOKHO IIPOU3HACSHE IO TAX OT cTpaHa Ha KoHcTurynuoHHus cba Ha PenmyOunka

bobarapus.

Assessment and appraisal of cost-effectiveness of health technologies in Bulgaria —
methodological issues and potential opportunities

In recent years, the months of October — December have been turned into a time for new
ideas for healthcare reforms, concerning the management of public spending on
medicines by the National Health Insurance Fund (NHIF) in particular. At the end of
2017, the leading topic was the proposal for a moratorium on the payment of new drug
therapies. The measures adopted this year are much larger. This editorial is not intended
to describe and analyze these changes, given the fact that further mechanisms for their
implementation with a possible transitional period are to be specified. A possible decision

on them by the Constitutional Court of the Republic of Bulgaria is also expected.
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50. | 2018 Hckpos I', Crehanos P. Penkure TyMOpH — €MUIEMUOTIOTHYHH U
00IIeCTBEHO3ApaBHHU acTieKTH. Peku OonecTy 1 iekapcTBa cupanu
2018;9(4):9-13

Peakure TYMOpH — eNMAEMHUOJOTHYHHE U 00IECTBEHO3APABHU ACTIEKTH

Penxure 3m0KauecTBeHHM 3a00JIABaHUS, HAPUYAHW HAKPATKO PEIKH TYMOPH, ca BCE IO-
HOHy.]'DIpHa TEMa OT HaquOI/ISCJIGIIOBaTeJICKa, KIMHUYHA " 06L[I€CTB€H03I[paBHa rJeaHa
TOYKA. 3JIOKAaYECTBEHUTE HOBOOOpPAa3yBaHUs CaMU MO cede CH MPEACTaBISBAT OCHOBEH
MPUOPUTET B CHBPEMEHHOTO 3JpaBeolia3BaHe M HO30JIOTMYHA KAaTerOpUsi C OrpOMHA
conuaiaHa 3HaunMocT. Crie/iBaiiku o0adye Mojielia Ha peJIKUTe O0JIECTH, B HAYYHUTE CPEeIU
BCE IOBEYE Ce€ TOBOpU 3a penkure TymMopu. ChyeTaBailkl MeEIHKO-COIMaHATA
napajurMa Ha peiKuTe 3a00JIIBaHUS ¢ KIMHUYHUSA NPOQHI Ha OHKOJIOTUATA, PEIKUTE
TYMOPH MMaT IMOTEHITMAI J]a ObJaT CaMOCTOSITeTHA 00JIaCT 3a IEUCTBUE C U3KITFOUUTEITHO
BHCOKa CTeTeH Ha jo0aBeHa cToiHOCT. HacrosiaTa myOaukamus nMa 3a 11ei aa 0000
OCHOBHHUTC CIIMACMHUOJIOTMYHHN KOHIICIIIIMKU 110 OTHOIICHHUEC HA pe,Z[KI/ITe 3JIOKQYCCTBCHU

3a00/I1BaHus U Ja 06C'LI[I/I MSCTOTO UM B 3[IpaBHATA IMMOJIUTHUKA.

Rare cancers — epidemiological and public health aspects

Rare cancers are an increasingly popular topic from research, clinical and public health
perspectives. Cancer is indeed a major priority in modern healthcare and represents a
nosological category of immense social significance. However, following the model of
rare diseases, researchers are more and more interested in rare cancers. By combining the
medico-social paradigm of rare diseases with the clinical profile of oncology, rare
cancers have the potential to be a separate area of high added value actions. This
publication aims to summarize the basic epidemiological concepts regarding rare cancers

and to discuss their place in health policy.
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51. | 2018 Hckpos I', boroesa H, Ctedanos P. MeTononornyau BeIpOCH Npu
KPUTHUYHO YETCHE Ha METa-aHAJIM3H 32 HY)KJUTE Ha OI[eHKa Ha

3IpaBHUTE TeXHOJIOTUH. Peaku OonecTr U IekapcTBa cupanu
2018;9(1):35-39.

MeTo/10/10rMYHH BBIPOCH NPU KPUTHYHO YeTeHe HA MeTA-aHAJIM3H 32 HYKIUTe Ha
OLIEHKA HA 3/IPABHUTE TEXHOJIOTHH

CucremaTHuHUTE 0030pM U MeTa-aHAIM3UTE BeYe MOYTH U3LAJIO ca 3aMEHWIH
TPaJAULMOHHUTE HAPaTUBHU 0030pU M €KCHEPTHU CTAHOBHUIIA KATO MPEANOYUTAH METOJ
3a OIEHKa Ha o000O0IIeHHM HaydyHH jAokaszaresnctBa. OCHOBHAa MpHYMHA 3a TOBa €
Ipeuu3HaTa U Bb3IPOU3BOJMMA METOJOJIOTH HAa T€3W MHCTPYMEHTH, KOETO TO3BOJISBA
nocneABall KOHTpos. Pa3nuuHuTe HaydyHU NpOy4YBaHUS TeHEpUpaT JOKa3aTeJICTBA C
pa3inyHa CTENeH Ha IpelIika, 3aToBa CHUCTEMATHMYHHUAT MOAXOJ KbM aHalM3a Ha Te3U
JAaHHU OCHTYpsiBa €IHAKBO HUBO Ha B3UCKATEIHOCT IO OTHOIIEHHE Ha KadyeCTBOTO H
CTOMHOCTTa Ha pe3ynrtarure. Hacrosimara myOnukanus uMa 3a 1ell Ja IpeacTaBu HIKOU
OCHOBHU METOJIOJIOTUYHH BBIIPOCH NMPU KPUTHUHO YeTeHe Ha MeTa-aHanu3u. OT cBod
CTpaHa, OTTOBOPHUTE Ha TE€3W BBIPOCH Ca 3HAYMMa MIpeAnocTaBka 3a (GopMmyiHpaHe U
B3eMaHe Ha WH(GOPMHUpPAHU pELICHHA OT CTpaHa Ha 3aMHTEPECOBAHUTE CTPAHU IPH

OIICHKA Ha 3JpaBHUTC TCXHOJIOTHHU.

Methodological issues in appraising meta-analyses for health technology assessment
Systematic reviews and meta-analyses have almost completely replaced traditional
narrative reviews and expert opinions as a preferred method for assessing and appraising
evidence. The main reason for this is the standardized and reproducible methodology of
these tools, enabling subsequent control. Different studies generate evidence of varying
degree of error, so a systematic approach to evidence appraisal ensures methodological
rigor and quality of summary results. This paper aims to present a number of
methodological questions in appraising meta-analyses, as their answers are an important
prerequisite for informed decision-making in the process of health technology

assessment.
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52. | 2018 Hckpos I', Credanos P. Ennnemuonorus Ha cCCTeMHATa MacTOIIUTO3A.
Penku 6onectn u nekapersa cuparu 2018;9(1):28-34.

Enugemuosiornst Ha CHCTEMHATAa MacTOIUTO3a

MacTtoruTro3aTta MpeIcTaBsiBa XeTEPOTeHHA Tpyla OT 3a00JISIBaHMsI, XapaKTEePHU3UPALIT
ce ¢ mponudepanys U HaTpylnBaHE HA HEOIUIACTUYHM MACTOLUTU B €IMH WM IOBEYE
OpraHM WU CUCTeMH. AKTyalHaTa kiacuukaius Ha mactouuTo3utre Ha CBeToBHATa
3npaBHa opranuzanus ot 2016 r. pa3gens Te3u 3a00JsBaHUS HA KOXKHA MaCTOIUTO3a,
CUCTEMHA MAaCTOLMTO3a W JIOKAJU3UPAHU MACTOUUTHU Tymopu. CucreMHara
MacTOLIUTO3a OT CBOSI CTpaHa ce AudepeHIpa Ha UHAOJEHTHA, TJeella, ChC CBbp3aHa
XeMaToJIOrMyHa HeoIla3usi (C HEeMacTOLUMTHA KJIeThYHA JIMHHS), arpecuBHa W
MacCTOKJIEThYHA JICBKEMHUSL.

N3yuaBaHnero Ha eNuUIEMHONOTHSITAa HA CHCTEMHATa MAaCTOIUTO3a M HEWHUTE
MOJIBApUAHTH € U3KIIIOUUTENHO TPYIHO MOpaau peauna ooexTuBHU ¢akTopu. ToBa ca
rpyna oT 3a00JisBaHUSl CbC CPABHUTENIHO XETepOoreHHa KIMHUYHA KapTHHA.
Knacudpukanuara Ha TOJBapHAHTHTE HA CUCTEMHAa MACTOIIMTO3a W CHOTBETHUTE
JUATHOCTHYHU QTOPUTMH THPISIT HEMPEKHCHATO pa3BUTHE M MombiBaHe. [locTaBsHETO
Ha JIMarHo3a 4ecTO U3MCKBAa MYITHIUCIUIUIMHAPHO CHTPYJHUYECTBO MEXKIY E€KCIEPTH C
OINMUT B 00JIacTTa HA MAaCTOLMTO3UTE. 3HAUUTEHA YacT OT MallMeHTCKATa MOMmyJalus Ipu
CHUCTEMHATa MAacCTOIIMTO3a Ca BB3PACTHU MALMEHTH, MPU KOUTO IO MPEe3yMIIusi ce
Ha0JII0/1aBaT MHOKECTBO KOMOPOUIHOCTH.

Hacrosmara nyOnukanus uMa 3a L€l Ja aHaIu3upa eMUIEMHOJOTHYHU JaHHHU 3a
CUCTEMHAaTa MacTOILIMTO3a, KaKTO U Jla MPEJICTaBU OLIEHKA 3a Pa3npOCTPaHEHUETO Ha Ta3H

rpymna 3abonsBanus B bbarapus.

Epidemiology of systemic mastocytosis

Mastocytosis comprises a heterogeneous group of disorders, characterised by
proliferation and accumulation of neoplastic mast cells in one or more organs or systems.
The 2016 WHO classification of mastocytosis breaks down mastocytosis into subvariants
of cutaneous mastocytosis, systemic mastocytosis and localised mast cell tumors.

Systemic mastocytosis, in turn, is divided into into indolent, smoldering, with an
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associated hematologic (non-mast cell lineage) neoplasm, aggressive and mast cell
leukemia.

The study of systemic mastocytosis epidemiology is extreme-ly difficult due to a number
of factors. This is a group of conditions with a relatively heterogeneous clinical picture.
The classification of systemic mastocytosis subvariants is continuously evolving. Diag-
nosis often requires multidisciplinary collaboration of experienced medical professionals.
A significant portion of the patient population consists of elederly people with various
comorbidities.

This publication aims to analyse epidemiological data on sys-temic mastocytosis, as well

as to provide an insignt into systemic mastocytosis prevalence in Bulgaria.
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53. | 2018 Xpucrosa E, Uckpos I', Credanos P. UnpopmupanocT Ha
CBHBPEMEHHOTO CEMENCTBO 3a JeMOrpa)CKOTO ChCTOSHHUE U ceMeifHaTa
nonuTHuka B beirapus. MeAMIIMHCKY MEHUKMBHT U 3/IpaBHA
nonutuka. 2018; 49(3):21-28.

NHdpopMupaHOCT HA CHBPEMEHHOTO CEMEHCTBO 32 AeMOrpa()CcKoOTO ChCTOSAHHE U
ceMeiiHATa NOJIUTUHKA B bbarapus

Jlemorpadckara Kpu3a U HEHHUTE MPEIU3BUKATENICTBA HajaraT CIEIIHa HEOOXOAUMOCT
OT IpoyuBaHe UHPOPMHUPAHOCTTA U HATJIACUTE HAa OBJTapuTe U HAMUPAaHE Ha PELIeHUs 3a
TpailHO TMOBHUIIaBaHE Ha BB3IPOU3BOJCTBOTO HA HaceleHuero. Llenta Ha HACTOALIOTO
MpOy4YBaHE € OIIEHKAa M aHajlu3 Ha 3HAHUATAa Ha CBBPEMEHHOTO CEMEHCTBO 3a
neMorpa)CKoTO ChCTOSTHUE M ceMeiiHa moiuTuka B bwarapus. [IpoeaeHo € cpe3oBo
[IPOYYBAaHE HAa CEMEICTBA KbM MOMEHTA Ha IO/aBaHE Ha JOKYMEHTH 3a PETUCTpaLUs U
CKJIIOYBaHE Ha TpaxnaHcku Opak. [IspBuuHaTa comuonoruvyna uHpopmamms € crOpaHa
ype3 MpsKa UHAUBUIyaJlHA aHKeTa, BKIOYBama 73 Bbhopoca. HM3cieaBaHeto e
ocbiectBeHo B [lnopmuB mpe3 2015-2017 r. Ankerupanu ca oOmio 243 cemeicTa.
bmmso 81,90+0,02% ot ankerupanute mnpe3 2015 r. ca OTroBOpwiIM MPaBUIHO, 4e
paxaaeMoCTTa € HUCKA. YUYacTBAIUTE JKEHH Ca KaTETOPUYHM B MHEHHUETO CH, Y€ €IHO
JIET€ B CEMEMCTBO HE MOXKE Ja C€ OCUTYPH yBEJIMuaBaHEe Ha Obarapckus Hapox. Cropen
TSX, 3@ MMOCTUTAHETO HA Ta3! IIeJT B ceMecTBaTa TpsiOBa na uma cpeano 3,27+0,08 gema.
95,10+0,01% ot TaX HE 3HAAT, 4e AbpKaBaTa IMPOBEXKAA HAKAKBU MEPONPHUATHS 3a
CTUMYJIUpaHe Ha paxaaemocTTa B bbarapus. [Ipobnemure Ha genata U ceMeicTBara €
HAJOXUTEITHO Ja ca MPUOPUTET B OBJIrapckaTa MOJUTHKA, Aa ce GopMylupa ISI0CTEH

CEeMeHO OpUEHTHPAH MOIXO/] IPU Ch3/1aBaHE U NpUjlaraHe Ha He0OXOAUMHUTE MEPKH.

The modern family awareness of the demographic situation and family policy in
Bulgaria

The demographic crisis and its challenges call for the study of public awareness and the
formulation of solutions for sustained reproduction of the population. The purpose of this
study was to assess and analyze the modern family awareness of the demographic
situation and family policy in Bulgaria. A cross-sectional survey of families was carried

out at the time of submission of 22 documents for state registration of marriage. Primary
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sociological information was collected through a direct individual questionnaire. The
study was conducted in Plovdiv in 2015-2017. A total of 243 couples were interviewed.
More than 80% of respondents answered correctly that the current birth rate is low.
Participating women firmly believed that a one-child family cannot support the increase
of Bulgarian population. In their view, families must have an average of 3.27 + 0.08
children in order to achieve this goal. Almost none of the respondents were familiar with
the policies and measures to stimulate the birth rate in Bulgaria. Bulgarian health and
social policy should be child- and family-oriented. It is important to elaborate a holistic

approach to these issues.
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54. | 2018 Xpucrosa E, Uckpos I', CredanoB P. Menununcku mperyiesn u
reHeTHYHA KOHCYNTAlMs IPeu CKII0YBaHe Ha Opak — MpOy4YBaHe Cpe
HOBOOpauHu /JBOMKH. Penku OonecTu U iekapcTBa CHpAIIH.
2018;9(2):13-17.

MeauinuHCKH TIperJie] M reHeTHYHa KOHCYJTAIUsl Mpedd CKJIYBaHe HA Opak —
Npoy4BaHe cpeJ HOBOOPAYHHU ABOIKH

[Ipen6pauynuTe MEIUIMHCKU KOHCYJITAllMU C€ OuYepTaBaT KaTo TEHACHIIMS B CBETOBEH
rwiad. OOLIONPaKTUKYBAIIUAT JeKap UTpae OCHOBHA POJIs B MPABUIIHOTO M 3aIbJIO0YEHO
KOHCYNTHpaHe Ha JBOWKATa MPean CKIIOYBAHE HAa TPAKIAHCKU Opak, KaKTO U Ja UM Jafe
HACOKH 32 TEXHUTE OBACUIN PEeNPOAYKTUBHH HAMEPECHHUS.

IlenTa Ha HACTOALIOTO MPOYYBAHE € OIEHKAa HAa HEOOXOAMMOCTTAa U YIOBJIETBOPEHOCTTA
Ha CHBPEMEHHOTO OBJITrapcko CEeMEMCTBO OT MPOGUIAKTUYEH METUIIMHCKU Tperiea U
MEIMKOT€HeTHYHA KOHCYNTAIMs Tpeau CckioyBaHe Ha Opak. IlpoBemeHo e cpe3oBo
MpPOyYBaHE Ha CeMEHCTBAa KbM MOMEHTA Ha IMOJaBaHE Ha JOKYMEHTHU 3a PErHcTparus 1
CKJIIFOUBAaHE Ha rpakaaHcku Opak. [IspBuuHaTa cormosiornyHa uHGoOpMaIus ¢ chopaHa
ype3 IMpsKa HWHIWBUIyaJlHA aHKeTa, BKIOYBama 73 BbIpoca. M3cinenBanero e
ocbinectBeHo B IlmoBauB mpe3 2015-2017 r. Ankerupanu ca obmo 243 cemeiicTaa.
KoHcTaTrpano € BHCOKO 3ApaBHO CaMOCH3HAHHE TIPU AHKETUPAHUTE HOBOOpAYHU
cenpyru. [IpeoOmamaBa MHEHHETO 3a (OPMAIHOCT HA NPOBEACHUs] MPOPUIAKTUYEH
npersies Mpeau CKIIOYBAaHE Ha TPaXIAaHCKU Opak OT CTpaHa Ha OOLIONPaKTUKYBAIIMS
nekap. Ilpu 43,60+0,03% oT aHKeTHpaHUTE >KEHHM € HalpaBeHa MEJUKO TIE€HETHYHa
KOHCYJTAIHS.

[IpeBeHuusTa Ha HACIEICTBEHU U PENKH 3a00JsBaHUS U PAHHOTO MPEKOHIIETIMOHAIHO
HACOYBaHE Ha MAllMEHTUTE 3a MPOBEXKIaHEe HAa MEIUKO-TEHETUYHO KOHCYJITHpPAHE Clie/iBa

na ObIaT OCHOBHA I1eJT TPU (JOpMHpaHe Ha 3/IpaBHA MOJIUTHKA B Ta3U 00JIACT.

Premarital medical examination and genetic counseling — surveyed newly married
couples

Premarital medical consultations are emerging globally as a trend. General practitioners
play a major role in properly consulting the couple before marriage, as well as providing

guidance for their future reproductive intentions.
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The purpose of this study is to assess the needs and satisfaction of the modern Bulgarian
family with pre-marriage prophylactic medical examination and genetic counseling. A
cross-sectional survey of families was carried out at the time of submission of documents
for state registration of marriage. Primary sociological information was collected through
a direct individual questionnaire. The study was conducted in Plovdiv in 2015-2017. A
total of 243 couples were interviewed. A high level of health consciousness was
observed. Couples predominantly reported premarital examination to be a formality. Less
than half of women indicated undergoing medical genetic counseling.

Prevention of hereditary and rare diseases and early preconception identification of
patients for genetic counseling should be a major priority in health policy and family

planning.
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55. | 2018 Hckpos I', [leuena I', [Tonosa E, Ctedanos P, ITocaga M.
EnnaeMuonorudHo npoy4sBaHe Ha pa3snpOCTPAaHEHUETO Ha
pascTpoiicTBaTa OT ayTUCTUYHHS ClIEKThp B bbarapus. Peaku 6onectu u
nekapctBa cupaiy, 2018;9(2):8-12.

EnuieMunoiornyHo mnpoy4yBaHe Ha Ppa3sNpoOCTPaHEHMETO HAa Ppa3CcTpoiicTBaTra oOT
AyTHCTUYHMSA CNEKTHP B buarapus

CrobmraBaHaTa 4ecToTa Ha pa3cTpoicTBaTa OT ayTUcTHYHHS crieKThp (PAC) Hem3MeHHO
ce yBenmuaBa mnpe3 nocienuutre 30 romuHu. HapacTBamiata MmarMeHTCKa MOITYJIalus
M3BEXKJa HAa MPENEH IJIaH peaulla MEeIMKO-COLMATHU BBIPOCH M € MPUYMHA 3/PaBHH,
COLIMATTHYU U 00pa30BaTENIHU BIACTH Ja ThPCIT YCTONYHMBY PEIICHUS 33 TO3U MPOOIEM.
EBpomneiickusat npoekt ASDEU mnpemmara usinocTHa, OCHOBaHAa Ha JI0Ka3aTesICTBa
0OIIIeCTBEHO3IpaBHA paMKa 3a Mo J00psiBaHe Ha TPIDKUTE 3a Jenara u Bb3pactHu ¢ PAC,
KaKTO M TexHUTe cemeiicTBa. Ch31aBaHETO Ha MEXAaHU3MU 3a TE€HEpUpaHE U U3IO0JI3BAHE
Ha eNUJAEMHUOJIOTHYHU JAaHHU € KJI0UOB MOMEHT MPH IUIAHUPAHETO U OCHIIECTBSIBAHE HA
3IpaBHU, CONMAIHU U oOpazoBatenau jgedHocTH 3a PAC. ToBa e mamabHa
Hay4YHOU3CJIEIOBATEICKa 3a7ayda, H3UCKBalla BHCOKA CTENEH Ha KOOpAMHALMSA U
B3aUMOJICHiCTBHE C TOJsIM Opoil  MHCTUTYUMH M  3acerHaTd  CTpaHu. B
Hay4HOU3CJIEIOBaTEICKU IiaH, Bojemia 3amadya Ha ASDEU e ouenka uecrotata Ha
pasnpoctpanenue Ha PAC B EC. Cratudara npencraBsd mNpoTOKOJIa 3a MPOBEXKIAHE Ha

enuIeMHOoJIOrnyHOTO npoyuBane Ha PAC B bouirapus.

Prevalence study on autism spectrum disorders in Bulgaria

Reported prevalence of autism spectrum disorders (ASD) has steadily increased over the
past 30 years. Growing ASD patient population highlights a number of medico-social
issues and demands sustainable solutions from health, social and educational
authorities.Autism Spectrum Disorders in the European Union (ASDEU) is a EU-funded
project that is offering an evidence-based ASD public health model, focused on
prevalence estimation methods, early detection, early diagnosis and early interventions.
Establishment of mechanisms for generation and use of epidemiological data is a key
point in planning and implementing health, social and educational activities for ASD.

This is a large-scale research task that requires a high degree of coordination and
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interaction with numerous stakeholders from various jurisdictions. ASDEU main
objective is to estimate the prevalence of ASD in the EU. In this paper, we present the

protocol for conducting the ASD prevalence study in Bulgaria.
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56. | 2018 Hckpos I', Credanos P. [Ipenu3BukaTencTsa npej IbIr0OCpoYHATA
YCTOMUMBOCT M €(DEKTUBHOCT Ha €BPOMEHCKUTE pehepeHTHH MPEKH.
Penxu 6onectu u nekapcera cuparu. 2018;9(2):3-3.

IIpenm3BukaTejicTBa MNped ABJATOCPOYHATA YCTOMYMBOCT W e(EeKTHBHOCT Ha
eBponeicknTe pe)epeHTHU MPeKH

IIpe3 nociaenHUTE AECETUIETHS 3IpPaBHUTE CUCTEMH B LIsUT CBAT Ca MOAJIOKEHU Ha peauLa
U3MUTAaHUS B pe3ydraT Ha HapacTBAalMTE Pa3XOAW 3a MEIAULMHCKU YCIYyTH.
JIbarocpoyHaTa ycTOHYMBOCT M €(peKTUBHOCT Ha TO3U CEKTOp ca MOJ] BHIIPOC BCIEACTBHE
Ha 3acTapsBaHETO Ha HACEJIEHMETO W HAaBIM3aHETO HAa HOBU CKBIIOCTPYBAIU 3JPaBHU
TexXHOJIOTUH. Te3u mpoliieMu ca 0coOEHO aKTyalHH B 0OjacTTa Ha peakuTe OoJecTw,

KBJIETO Ca B CHJIA HSIKOM Crieln(hUIHI 0COOCHOCTH.

Challenges to the long-term sustainability and effectiveness of the European
reference networks

Health systems around the world have been tested in recent decades as a result of rising
costs. The long-term sustainability and efficiency of this sector is questioned by the aging
of the population and the introduction of new expensive health technologies. These
problems are particularly relevant in the field of rare diseases, where some specific

features further apply.
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57. | 2018 Hckpos I', Yonakosa X, SAxumos U, Credanos P. loctsn 10
WHOBATHBHH JICKAPCTBCHH TEPAIMH B OHKOJIOTHUATA — OMMUTHT Ha DoH/T
3a OHKOJIOTUYHM JIeKapcTBa BbB BennkoOpuranus. Penku 6osectu u
nekapctBa cuparu. 2018;9(3):5-9.

JlocThbN 10 HHOBATHBHH JIEKAPCTBEHH TEPANUH B OHKOJOTHUATA — OMUTHT HAa DoH
32 OHKOJIOTMYHH JIeKapcTBAa BbB Besinkoopuranus

3amananeTo ¢ MyOJUYHH CPEICTBA HAa HWHOBATUBHU JICKApPCTBA 33 OHKOJIOTHMYHU
3a00J15IBaHUS TIPE/ICTABIISIBA OCOOCH MHTEPEC 3a 37pPaBHUTE BJIACTH M OOIIECTBOTO KAaTO
1I51J10. OT cIHa CTpaHa, Hopa,un 06€KTI/IBHI/IT€ HE3a10BOJICHU 3I[paBHI/I HOTpe6HOCTI/I nu
BHCOKa conuajlHa 3HAYMMOCT, OT ;[pyra, Hopann 3HAYUTCIIHUTC pa3xo;[H nu q)HHaHCOBa
TEKECT 3a IMaIMEeHTH, JeueOHN 3aBEICHUs W IUIaTIi. T03W KOMILIEKCeH mpoliemM OuBa
aJipecUpaH Mo peWila HAYMHHU B pa3iuyHuTe cTpaHu. CrelnaaIHo BHUMaHUE ClIeBa Ja
O0pae oO0bpHaTo Ha BenukoOputanus. OCHOBEH MEXaHM3bM 32 JOCTBII JIO JICYEHUE C
NHOBAaTHUBHHU OHKOJIOI'NMYHH JICKapCTBa c T. Hap. cDOH,Z[ 3a OHKOJIOTHUYHHU JIeKapCTBa.
KpuTHYHHAT aHAJIM3 HA TO3W ONMUT OW OWJI MOJIE3CH MPH MOJA00pSIBaHEe W ONTHUMHU3HPAHE
MPOLIECUTE Ha OICHKA W (pOPMUPAHE HA JOCTBHII JO HHOBATUBHU JICKAPCTBCHH TEPAITUU B

OHKOJIOTHATA Yy HacC.

Access to innovative anti-cancer medicines — the experience of the UK Cancer Drugs
Fund

Reimbursement of innovative anti-cancer medicines is of particular interest for health
policy makers and for the public in general. On the one hand, this is due to the high
unmet health needs and inequalities. On the other, this is because of the considerable
costs and financial burden for patients, hospitals and payers. This complex problem is
addressed in a number of ways in different countries. Special attention should be paid to
the UK. One of the main mechanisms for access to innovative anti-cancer medicines is
the Cancer Drugs Fund. The critical analysis of this experience could be useful in
improving and optimising assessment and appraisal of innovative health technologies in

Bulgaria.
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58. | 2018 Hckpos I', Crehanos P. Nusinersen nmpu cimiHajiHa MyCKYJTHA
aTpoUsI—BBIIPOCH NPH OLIEHKA M JOCTHII O 3ApaBHATA TEXHOJIOTHSL.
Penxu 6onectu u nekapcra cuparu. 2018;9(3):3-4.

Nusinersen npu CnMHAJHA MYCKYJHA aTpo(usi — BHIPOCH NPHU OLEHKA W J0CTHII 10
31PaBHATA TEXHOJIOT U

Ha 30 maii 2017 r. EBponeiickara koMHcHUs U3/aie pa3pelieHue 3a nasapHa ynorpeba Ha
nusinersen ¢ ThProBCKO HaMMEHOBaHUE Spinraza, BaMAHO 3a Lenus EBponelcku chio3.
Nusinersen € IMOcoYeH 3a JiedeHHE Ha crnuHaIHAa MyckymHa arpodust (CMA). Ilpu
apryMeHTaIusaTa Ha cBoeTo pemieHue, EBpomneiicka arennus mo jekapcrBara (EMA)
npu3HaBa Texxectra Ha CMA u cnemrHara HyxJa oT edeKkTHBHH JeueHusi. EMA npuema,
Ye nusinersen BOJIW 10 KIMHUYHO 3HAYUMH NOJOOpPEHUS MpH MAJKU Jiela C pa3IuyHH
CTETIEHU Ha TexkecT Ha 3a0o0JigBaHeTO. BhIpeku, ye JeKapcTBOTO HE € M3MUTBAHO IpPH
MAlUeHTH C Hah-Te)XKaTa W Hai-nekara ¢dopmu Ha CMA, EMA ouvakBa TO &a ocurypu
CBIIUTE MOJ3U 3a TE3W MalMEeHTU. J[0KaTo IOJIOKUTETHOTO pa3pellieHue 3a Ia3zapHa
ynotpeba Oe ouakBaHo, pemieHneto Ha EMA na mpenopbua onoOpeHHe 3a BCHYKH

noarunoBe CMA u3HeHaaa 10 rojisiMa CTENEH 3JJpaBHUTE PEryIaTOpH U IUIATIIH.

Nusinersen in spinal muscular atrophy — health technology assessment and
appraisal issues

On 30 May 2017, the European Commission granted a marketing authorization to
nusinersen under the trade name Spinraza. Nusinersen is indicated for the treatment of
spinal muscular atrophy (SMA). In its decision, the European Medicines Agency (EMA)
acknowledges the severity of SMA and the urgent need for effective treatments. EMA
accepts that nusinersen leads to clinically significant improvements in young children
with varying degree of disease severity. Although the drug has not been tested in patients
with the most severe and mildest forms of SMA, EMA expects it to provide the same
benefits for these patients. While a positive marketing authorization was expected,
EMA’s decision to recommend approval for all subtypes of SMA was to a large extent a

surprise to health regulators and payers.
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59. | 2018 Murea-Katpanmxuesa L, Crounos P, Pamkos P, baranos A, Kagunos
B, I'opesa C, Jlanoa E, Uckpos I'. Ennaemuonorus Ha CACTEMHUS
aynyc epumaTosyc B bearapus. Penku 6osectu u nekapcTBa CHpar.

2018;9(3):18-3.

Enunemuosiornst Ha CHCTeMHHS Jynyc epumMarTo3yc B bbarapus

Cucremuust nynyc epuremaro3yc (CJIE) e cuctemHo 3a00isiBaHe HA ChEIUHHUTEITHATA
ThKaH, NPU KOETO aHTUTEJA pearupar KpbCTOCAHO C KOXKaTa M BBTPELIHUTE OpraHu U
oOycmaBsaT pa3HooOpa3Ha kiauHWYHa KaptuHa. Yecrorata Ha CJIE Bapupa B
M3KJITIOYUTEIHO MIKUPOK Juana3oH. Jluncara Ha KOHCEHCYC OTHOCHO €MUJEMHUOJIOTHATA Ha
TOBa 3a00JIIBaHE OMpEAETH IeJITa HAa HACTOSIIOTO MPOyYBaHE, a UMEHHO Ja CE OLECHH
yecrotata Ha CJIE B bearapus. [IpoBeneHo € peTpoCHEKTUBHO KOXOPTHO MPOYYBAHE U
ca peructpupanu 525 mnamuenta, auarHoctunupanu cbc CJIE. M3uucnenn ca
HECTaHIapPTH3UpPaHA U CTaHJApTU3HpaHa OOJIECTHOCT. YCTAaHOBEHO € KOW KPUTEPHH 3a
MOCTaBsAHE Ha JuarfHo3a JnomMuHupaT. OTuereH € W OposST Ha XOCHUTAIU3ALUUTE B
paMKHUTE Ha KaJleHJapHaTa roAuHa, 32 KOSTO € MPOBEAEHO MPOYYBAHETO, B 3aBUCUMOCT
OT TOBA JIAJIM ca M0 MOBOJ 000CTPsiHE HA 3a00JIIBAHETO WU MOPAAU PYTUHHO J€UEHHE.
Yecrorara Ha CJIE B HAcTOAIIOTO NpOyYBaHE € IO-HUCKA OT HAKOU MEKIYHapOJHU
npoyuBanus 3a pasnpoctpaHeHue Ha CJIE, koero e noka3aTesncTBO 3a BIMSHUETO Ha
pacoBU, FTEHETUYHU U €KOJIOTHMYHU (DAKTOPH, KaKTO U Ha (aKTOpH, CBHP3aHH C PA3JIUKH B

MCTOOOJIOTUHUTE HA IPOYUYBaHUATA.

Epidemiology of systemic lupus erimatosus in Bulgaria

Systemic lupus erythematosus (SLE) is a systemic connective tissue disease in which
antibodies cross-react with the skin and internal organs and determine a varied clinical
picture. The frequency of SLE varies in an extremely wide range. The lack of consensus
on the epidemiology of this disease determined the aim of this study, namely to estimate
the frequency of SLE in Bulgaria. A retrospective cohort study was conducted and 525
patients diagnosed with SLE were enrolled. Not standardized and standardized
prevalence were calculated. The predominant diagnostic criteria were determined. The
number of hospitalizations within the calendar year was counted, nevertheless whether

they were due to exacerbation of the disease or due to routine treatment.
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The SLE prevalence in this study was lower than the SLE prevalence in other studies,
demonstrating the impact of racial, genetic and environmental factors as well as factors

related to differences in the methodology of the studies.
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60. | 2017 MureBa-Katpanmxkuesa L, Mckpos I', Credanos P. Metogonoruynu
BBIIPOCH IIPY U3MEPBAHE Ha ITOJIE3HOCTTA B 3/IpaBeona3BaHeTo. Penkn
6onectr u nekapcrea cuparm 2017;8(4):23-29.

MeTo010/10rMYHM BBIPOCH MPU U3MEPBaHe HA MO0Je3HOCTTA B 3/ipaBeoNa3BaHeTo

[Tone3HocTra € crmocoOHOCTTa Ha JaZileHa CTOKa WM ycliyra Ja 3aJ0BOJisIBa J1aJeHU
YOBEIIKM TIOTPEOHOCTH B OMNpelneieHa cTermeH. ToBa CBOWCTBO Ha Omarata € B
3aBUCHMOCT OT OmpeaeneH: (akTopH, cpe KOUTO CyOeKTHBHATA OIEHKA 3a CTENeHTa Ha
3aJI0BOJIsSIBaHE Ha TOTPeOHOCTHTE, pa3MepbT Ha peajHus pasloyiaraeéM J0XO/,
PaBHUIIIETO Ha LIEHUTE Ha CTOKWUTE. M3MepBaHETO W OILIEHSIBAHETO Ha MOJE3HOCTTa Ha
3[paBHUTE TEXHOJOTHHM B MEIUIIMHATA € (yHAaMEeHTaTHa 3aJada MpU yIPaBICHHETO Ha
00IIecCTBEHOTO 3/paBe. Bce mo-mmpokara ymorpeba Ha aHajaM3a Ha IMOJE3HOCTTa Ha
pa3xoauTe M OIEHKaTa Ha KayecTBOTO Ha KMBOT ca MPUMEPU 3a HapacTBalaTa pods,
KOSTO KOHIEMIUATa 3a IOJIE3HOCT HUrpae B CBHBPEMEHHUTE 3[paBHU CUCTEMH. 3a
CHEIMAMCTUTE B Ta3W 00JAcCT € BaXHO Ja pa30dupaT W pa3rpaHUYaBaT OCHOBHHTE
METOJIOJIOTUYHN U TPAKTUYECKH BBIPOCH TMPU H3MEpPBaHE Ha TIOJE3HOCTTa B

30paBCOIIa3BaHCTO.

Methodological issues in measuring utility in healthcare

Utility is a measure of preferences over some set of goods and services. It represents the
satisfaction experienced by the consumer from a particular good. Utility depends on
certain factors, such as the subjective assessment of the extent of satisfaction of needs,
the amount of real disposable income, the level of commodity prices. Measuring and
evaluating utility of health technologies is a fundamental task in public health
management. The increasing use of cost-utility analysis and quality of life assessment are
examples of the growing role that utility concept plays in modern health systems. It is
important for healthcare professionals to understand the main methodological and

practical issues in measuring utility in health care.
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61. | 2017 Hckpos I', Mutesa-Katpanmkuesa L, CrepanoB P. Merononornunu
BBIIPOCH MPU U3MepBaHe Ha e(heKTUBHOCTTA HA Pa3XOJUTE B
3npaBeornasBaHeTo. Penku 6onectu u nexapcta cuparu 2017;8(3):17-
22.

MeToa0/10THYHH BBHIPOCH NPH HM3MEpPBaHe Ha e(eKTHUBHOCTTA Ha pa3XxoauTe B
3paBeona3BaHeTo

W3cneaBanusitTa BbpXY pa3XoAUTe U CBBP3AHUTE C TSIX 3pPaBHU MOJ3U Ca OCHOBHA YacT
OT YIpaBJIEHCKHS TpOIeC B 3/ApaBeorna3BaHeTo. VHTepechT KbM TO3M BUJ aHAIU3H €
Mpear BCUYKO CBbpP3aH C ONACEHHUATA 3a HAPACTBAILUTE Pa3XOJd W HATHCKA BBPXY
3/paBHUTE BJIACTH Ja paslpeessaT pecypcH 3a e(peKTHBHOTO M3IOJI3BAaHE HA MHOBATUBHU
3paBHU TEXHOJOTMH. HanexaHocTTa Ha pe3ynTaTHTe, MOJYy4YeHH OT Te3U aHaJu3H,
3aBUCH JI0 TOJiIMa CTENEeH OT MNPaBWJIHOTO NpUjlaraHe Ha pa3IuyHHUTE MOAXOIU U

pa30upaHeTo Ha TEXHUTE CICI(PUKY.

Methodological issues in measuring cost-effectiveness in healthcare

Cost analysis is an essential part of the management process in public health. Rising
healthcare costs and pressure on health authorities to allocate resources for innovative
health technologies are the main reason for the increased interest in economic evaluation
in health systems. Validity and reliability of the results from these analyses depend to a
large extent on the correct application of different methodological approaches and on the

understanding of their specifics.
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62. | 2016 Ixamsiposa P, EneBa E, Cumeonona P, Ilonosa E, Uckpos I', MureBa-
Karpanmxuesa 11, Credanos P. Harnacu u MHEHUS Ha JIeKapu U
MalKUeHTH OTHOCHO MpWJIaraHe Ha HapaTHUBHATa MeauiuHa B bearapus:
pesynaTatu ot (okyc rpyna. Peaku 6onectu u nexapcta cupanm. 2016,
7(1):15-8.

Harsiacu m MHeHHMsl Ha JIeKapu M MALMEHTH OTHOCHO NMPWJIAraHe HA HAPATHMBHATA
MeaunuHa B bbarapusi: pesyararu ot ¢gokyc rpyna

[TpoBenenara okyc rpymna uMaiie 3a el Ja U3CiIeBa HarJacuTe U MHEHUSATA Ha JIeKapu
1 MalUCHTU OTHOCHO MPHUJIOKCHUCTO HA HApATHUBHATA MCAWUILIMHA B B%nrapml, B 4aCTHOCT
poJisiTa i 3a MOCTUTaHe Ha XOJMCTUYEH MOIXO/] P JICUEHUETO Ha peaKu 3a0omsBanus. B
rpynoBara JMCKYCHUsl ydacTBaxa 5 MpeCTaBUTENN Ha MAllMeHTCKH OpraHu3alliy Ha Xopa
C pexku OoiecTH M 2 JIeKapu CHEUUAIMCTH, MPEABAPUTEIHO HOMHHHPAHU OT
NpeACTAaBUTCIIUTC. y‘-IaCTHI/II_II/ITe CC CbrjlaCuxa, 4€ JIMYHUTC HCTOPHUHU HaA MAOUCHTHUTC
TpsiOBa 1a ce B3eMaT NpPeIBUJ IPHU HM3TOTBSHETO HA MOAXOMSI] Kypc Ha JiedeHHe. 3a
pa3iukKa OT MalUeHTHTe, KOUTO HablierHaxa Ha JIMYHOTO NPEKUBSBAHE HA OONHUS U
HEIroBUTC IICUXOJOTMYHU UM CEMOIIHMOHAJIHHU HOTpGGHOCTI/I, JICKApUTC IMMO3UIIMOHHPpAaxa
JIMYHUTC HUCTOpUHn B C(bepaTa Ha HAaYYHHUTC HU3CICABaHUA, HaBPEMCHHOTO
IUarHOCTHLIMpaHe M TOoJ00peHOTO mpociefsBaHe Ha 3aboisBaHero. [lanmeHTuTe
oT0ernsi3axa, 4e 4eCcTO Cce YyBCTBAT MpeHeOperHatd, HO M MpPU3HABAT, 4Ye JIEKapuTe ca
CMOIIMOHAJIHO MPCTOBAPCHU. MGIII/IL[I/IHCKI/ITG CrIcnuaJInucCTu 065ICHI/IX21 AUCTaHIUATAa BHB
B3aMMOOTHOLICHUATA MCKAY JICKAPpHU U MAIIUCHTU C PA3JINKH B pa361/1paH1/1;1Ta MCKAY II0-
MJIaIUTe M TMO-Bb3PACTHUTE JIeKapu U C AUCHYHKIMOHAIHOCT B camara JjedeOHa
cTpykTypa. bemie npemioxeno aa 0bAe U3rpajieHa HallMOHAIHA CUCTEMA C SICHU MpaBuiia

OTHOCHO BKJIFOYBAHCTO HA JIMYHU UCTOPHHU.

Perceptions and attitudes of medical professionals and patients regarding the
application of narrative medicine in Bulgaria: results from a focus group discussion

We conducted a focus group discussion to investigate the perceptions and attitudes of
medical professionals and patients regarding the application of narrative medicine in
Bulgaria. This study particularly looks at the role of narrative medicine as a holistic
approach to rare disease treatment.Five representatives of patient organizations of people

with rare diseases along with three medical professionals preliminarily nominated by the
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patient representatives took part in the focus group. Participants agreed that patient
stories are an important part of rare diseases management. Patients noted that they often
feel ignored, but they also realize that physicians are emotionally overloaded. Medical
specialists explained the distance in the communication between physicians and patients
with differences in understanding between younger and older physicians, as well as with
dysfunctions within the healthcare structures. The design of a national system with clear

rules for the inclusion of personal stories has been suggested.
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63. | 2016 Miteva-Katrandzhieva T, Iskrov G, Stefanov R, Naumova E,
Guergueltcheva V, Savov A. Overview of epidemiological registries in
Bulgaria. Rare Dis Orphan Drugs. 2016, 3 (1):11-15.

0030p Ha enMIEMHUOJOTHYHUTE PErUCTPH 32 peaKu 0oJiecTu B bbhiarapus
BoBenenne: Pa3Oupaiikn BaXHOCTTa Ha CHOMPAHETO HA EMUAEMHOJIOTMYHU JIaHHH,
Bbrrirapcka acoumanus 3a npoMonus Ha oOpasoBanuero u Haykata (BAITOH) craprupa
cepusi oT uHUIMaTUBH OT 2008 T. HacaM 3a Chb3AaBaHE HA PETMCTPH 3a PENKHU OOJIECTH B
bwarapus. Jlo MmoMeHTa B cTpaHaTa ca peaiu3upaHu U GYHKIIMOHUPAT HAKOJIKO PETHCTPU
3a peaku Oonectu. ToBa camo 1o cebe cu e Oe3leHeH ONMUT, KOWTO MOXke na Oble
CIOJIENICH C IeJ TMOANIOMaraHe NpOeKTUpaHe, MpHiaraHe, aHalIW3 M OICHKAa Ha
KauyeCTBOTO HA €MUIEMHOJIOTHIHUTE PETUCTPH.

Ilen: Ilenta Ha TOBa MpoydBaHE € Ja TMPEJOCTaBU aKTyalHa HHGpoOpMauus 3a
€MUIEMUOJIOTMYHUTE PETUCTPH 32 peIKHU 3a00sBaHus, neicTBamu B bearapus.
Matepuan u Meronu: 3a UACHTUDUIIMPAHE HA JCHCTBAIU CMHIEMUOIIOTUYHN PETHCTPU
3a peaKy 3a00JsBaHUS € MPUIIOKEHA CTPATETUS OT HIKOJIKO MOcieoBareHu HuBa. [Ipu
ChOMpaHETO Ha JaHHU 3a PETUCTPHUTE € AaKIEHTUPAHO BBPXY CIEIHUTE 0000IIEeHN
nmokaszaTtenu: 1. roguHa Ha cTapTHpaHe; 2. TOJAMHA Ha TOCJIeTHATa aKTyaau3arus; 3. Opoi
MAIUEHTH OT MOCJeNHaTa aKTyanusanus; 4. pasnpeneieHue 1Mo Mo, 5. pasnpeaeicHue
0 BB3pacT.

Pesynratu: Unentudunmpanu ca 13 meiicTBamm enmuIeMHOIOTHYHN PETUCTPH 3a PEAKH
0oJecTH, 3a KOUTO € chOpaHHa yHuDuUIMpaHa nHGOpMaIIHs.

3axmrouenue: [lomsure oT peructpure 3a peAKu 00JIECTH ca MHOTO U CTUMYJIMPAT BCUYKHU
3aMHTEPECOBAaHU CTPaHM Ja MPOIBIKAT Ja JaBaT BCUYKO BBH3MOXKHO, 33 J1a TIOJKPEIST

YIPaBIEHUETO Ha EMHUIEMUOJIOTUYHUTE PETUCTPHU 32 PEIKH 3a00JIsIBAaHKS B CTpAHATA.

Overview of epidemiological registries in Bulgaria

Introduction: Understanding the importance of collecting epidemiological data, Bulgarian
association for promotion of education and science (BAPES) was motivated to start an
important initiative in 2008, namely tracing the way for establishing a rare disease
epidemiological registry in Bulgaria. This initiative was in conformity with one of the

basic aims of the Bulgarian National program for development in the field of rare
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diseases. Till now several private initiatives on rare diseases registries have been realized
in the country resulting in excellent-working databases. This is a costless experience that
could be shared in order to support design, implementation, analysis, interpretation and
quality evaluation.

Aim: The aim of this study was to provide up-to-date and reliable information on the
epidemiological registries for rare diseases officially processing in Bulgaria.

Material and methods: For originating the rare diseases epidemiological registries report
several sequential strategies were used. The inquiry contained the following summary
indicators: 1. year of launch; 2. year of latest update; 3. number of patients from latest
update; 4. distribution by sex; 5. distribution by age. Also the main features of rare
diseases registries were described.

Results: Consent forms and date information were provided by 13 registries on rare
diseases.

Conclusion: The benefits of rare diseases registries are many and they stimulate all
Bulgarian stakeholders to continue to give their best to support the management of the

epidemiological rare diseases registries in the country.
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64. | 2016 Hristova E, Raycheva R, Iskrov G, Stefanov R. List of rare diseases in
Bulgaria. Rare Dis Orphan Drugs. 2016 Dec 14;3(3):39-44.

Cnucbk Ha peakure 3a0o1sBaHust B Bbarapus

OmnpenensiHETO M ChCTABSIHETO HA CIIUCHK HA pEIKUTE 3a00JsIBAaHUSA € OCHOBHA YacT OT
MOJINTUKATA 3a peaku Oosiectd. To3u MHCTPYMEHT € OT MBPBOCTENEHHO 3HAUYEHUE, Thil
KaTo 3HAYUTEITHO BJIMsE BbPXY MO3HABAHETO U OCBEIOMEHOCTTA 32 PEIKUTE 3a00JIIBaHUS
HE caMO CpeJ MEAMIMHCKUTE CHELMAINCTH, HO U CPeJl BCUUKU 3aMHTEPECOBAHU CTPAHHU.
Odunmanen cnuchbK Ha peIKUTe 3a00JBaHUS € 0COOCHO IMOJIe3eH cera B KOHTEKCTa Ha
eBpoTecKuTe pedepeHTHH MpEeXH, TEeHEePUpaKW 100aBeHA CTOMHOCT KakTO Ha
MEXIYHapOJHO, Taka U HA MECTHO HUBO.

B Tta3u nmyOnukamus IeMOHCTpHpamMe M aHalu3upaMe ChCcTaBiHeTo Ha CrHuchbka Ha
penkure 3abonsBaHus B bearapus. bearapckusT omur € pe3yaTar OT JeceTHiIeTHe
MEXIYHapOJAHO CHTPYIHUYECTBO B PAMKHUTE Ha €BpoIelcku opranu karto CrenuanHaTa
rpyna 3a peaku 6onectd 1 Komutera Ha excriepTute 1o peaku 6onectd Ha EC, kakTo n
y4acTHeTO B ToyieMu TpoekTH, katro RD-Portal (Orphanet), EUROPLAN, EPIRARE,
BURQOL-RD, RARE-Bestpractices u RD-Action. brirapckure 3auHTEepecoBaHU CTpaHU
3a peaku OonecTd ca TNPWIOKWIA MPO3padHa, MPOAKTUBHA METOMOJIOTHUS TIPU
OTpesieNiiHE U ChCTaBSIHE Ha CHUCHKa. ToBa € ChIIECTBEHA MPEANOCTaBKa 3a YCIEUIHO
U3IIbJIHEHUE HA BCUYKM TEKYIIM JEHHOCTH 3a peAku Oosectu B crpaHaTa. OnucaHUsT

MIOJIXOJT MOJKE /1a ObJIE JIECHO aJalTUPAH U U3I0J3BaH B JPYTHU CTPAHH.

List of rare diseases in Bulgaria

Defining and setting a rare disease inventory is a fundamental part of rare disease policy.
This tool is of a paramount importance, as it greatly affects the knowledge and awareness
of rare diseases not only among health care practitioners, but among all rare disease
stakeholders. An official list of rare diseases is particularly beneficial now in the context
of the European reference networks for rare diseases, generating added value at both
international and local levels.

In this publication, we demonstrate and analyse the establishment of the List of rare
diseases in Bulgaria. The Bulgarian experience is a result of a decade-long international

collaboration within EU bodies like the Rare Diseases Task Force and the EU Committee
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of Experts on Rare Diseases, as well as participation in major EU projects, such as RD-
Portal (Orphanet), EUROPLAN, EPIRARE, BURQOL-RD, RARE-Bestpractices and
RD-Action. Bulgarian rare disease stakeholders applied a transparent, proactive
methodology when defining and setting the list. This is a substantial prerequisite for the
successful implementation of all ongoing rare disease activities in the country. The

described approach could be easily adapted and used in other countries.
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65. | 2016 Pejci¢ AV, Iskrov G. Expenditure trends of orphan drugs in Serbia: 8-
Year analysis of orphan drug market in Serbia. Hospital Pharmacology-
International Multidisciplinary Journal. 2016;3(3):422-34.

TengeHuuu mpu pasxoaure 3a jJekapcrBa cupanu B CopOusi: 8-roauieH aHajau3 Ha
nasapa Ha Jiekapcraara cupamnu B Cbopous

Ilen: JlexkapctBara cupamu ca JEKapCTBEHH MPOIYKTH, MpEIHA3HAYEHH 3a >KUBOTO-
3acTpalaBaiiy Wi XPOHHYHO WHBATHIM3ZHUPAIIM 3a00JSBaHUS, KOUTO 3acAraT MAaJIKH
MomyJalliy OT mareHTu. KbM JHeNHa g1ata uMa 3HaYUTeIHA pa3jikuKa B HH(OpMaIusaTa
3a JEHCTBUTEITHUTE Pa3XoaH 3a JekapcTBa cupanu B Crpous. LlenTta Ha TOBa mpoydBaHe
€ J1a 1aJie TIpeICTaBa 3a TCHISHIIUUTE MPU Pa3XO0IUTeE 3a JiekapcTBa cupary B Crpousi.
Matepuan u wMeronu: [omummHHWTEe MOKIaAM 3a 000poTa W MOTPEOJIEHHETO Ha
JIEKapCTBEHH MpoaykTu B CoupOusi, MyOJMKyBaHHW OT ATEHIMATA IO JIeKapcTBata W
MenunuHckuTe u3naenus Ha Coepous (ALIMS) 3a nepuoga 2006-2013 r., ca u3noy3BaHu
3a U3BIMYAHE HA JJAHHU 3a Pa3XOoJUTe 3a JiekapcTBa cupai. JlekapcTara ca JOIMYCTHMH
3a BKJIIOYBAHE B aHANIN3a, aKO UMAT €BPOIEHCKO 0003HAUEHHUE 32 CUPAK U pa3pelleHne 3a
nmazapHa ymorpeba 3a mepuona, odxBaHaT oT mpoyuaHeTo (2006-2013). JlanauTe ca
aHaIM3WpaHu BB BpeMeBH penoBe. [IpuiokeHu ca onucarenHa CTaTUCTUKA U aHAIM3 Ha
BPEMEBH PEJIOBE.

Pesynraru: B ananu3upaHuTe JOKIAIU ca HAIMYHU JAHHM 32 TOJIUIIHU pa3xonu 3a 12
pa3IMYHU JIEKapCcTBa cupary. PasxoauTte 3a JeKapcTBa CHUPAIM M TEXHUAT OTHOCUTEIICH
TSI OT OOITUTE pa3Xxoad 3a MEIMKAaMEHTH C€ yBelndaBaT HempekbcHaTto oT 2006 T. 10
2010 r. [IBara moka3aTens 3amoyBaT JEKO Ja HaMalsiBaT Mpe3 CleABalIUTe ABE TOJUHU
(2011-2012 r.), a cnen ToBa BHE3amHO HaMaisiBaT 61au30 Tpu mbTH 1ipe3 2013 1. JlensT Ha
pa3xouTe 3a JIeKapcTBa CHpaly He HaaBuIinaBa 1% oT obuuTe pa3xoan 3a JeKapcTBa 3a
nepuoa OT OceM roAuHHW. Hail-BUCOKHMAT 11 Ha pa3XOJuTe 3a JIEKapCTBa CHUpAId Ce
ObIku Ha UMaTtuHuG (87,36%-97,13%), Taka ue peskust cnaf mnpe3 2013 r. moxe na ce
00sICHU C OTTErJISIHETO MYy OT Perucrbpa Ha JIEKQpCTBEHUTE MPOAYKTH CHpaAld Ha
EBponeiickara oburHocT mpe3 2012 r.

N3Bomm: Paszxoamrte 3a nekapctBa cupanu B Cepous ot 2006 no 2013 1. ca HHUCKH B
CpaBHEHHE C OOIIMTE pa3xoau 3a MeAuKaMeHTH. [Ipe3 mocienanara roauHa € oToeNsI3aH

S3HAYUTCJICH CIIaJl Ha pa3xoquTe 3a JICKapCTBa CHpAlM, IJIaBHO IIOpaau TOBa, YC
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MMaTUHUO TyOM CBOETO 0OO3HadYeHHe 3a JiekapcTBo cupak. Ille Obae HeoOXxomaum Tmo-

IMUPOK BPEMEBU XOPU3OHT 3a M3CTICABAHE HA ABJITOCPOUYHUTE TCHACHIINHU.

Expenditure trends of orphan drugs in Serbia: 8-year analysis of orphan drug
market in Serbia

Background/Objective: Orphan drugs are medicinal products which treat life-threatening
or chronically debilitating diseases which aff ect small patient populations. So far there is
a substantial knowledge gap on actual expenditure on orphan drugs in Serbia. Therefore,
the aim of this study was to provide insight into the expenditure trends of orphan drugs in
Serbia.

Material and methods: Annual reports on turnover and the consumption of
pharmaceuticals in Serbia published by Medicines and Medical Devices Agency of
Serbia (ALIMS) for the period 2006-2013 were used to extract data on expenditure on
orphan drugs. Drugs were eligible for inclusion in the analysis if they had active
European orphan designation and European marketing authorization during the period
covered by the study (2006-2013). Data were analysed across time series. Simple
descriptive analysis and observation of chronological trends were applied.

Results: Data for annual expenditure on 12 diff erent orphan drugs were available in the
analysed reports. Orphan drug expenditure and share of orphan drug expenditure in total
drug expenditure increased constantly from 2006 to 2010. Both began to slightly decrease
over the next two years (2011-2012), and then suddenly declined nearly threefold in
2013. Share of orphan drug expenditure didn’t exceed 1% of total drug expenditure over
a period of eight years. The highest share of expenditure on orphan drugs was attributed
to imatinib (87.36%-97.13%), so abrupt decline in 2013 could be explained by its
withdrawal from European Community Register of Orphan Medicinal Products in 2012.
Conclusions: Expenditure on orphan drugs in Serbia from 2006 to 2013 was considerably
low compared to total expenditure on drugs. In the last available year we noted
substantial decline of orphan drug expenditure, mainly because of imatinib losing its
orphan designation. A broader time horizon would be needed to investigate long term

trends.
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66. | 2016 Hepmenmxues C, lepmenxues T, Uckpos I', CroiineBa-Ilackanesa 3.
Psanbk cinydail Ha cUCTEMHA aJlepriuyHa peakiys ciell KOHCyMalus Ha
,»J1apoBe OT MopeTo”. Aneprun XunepceH3utuBHocT ActMma. 2016, 13(1):
105-11.

Paabk caydaii Ha cCHCTeMHA ajlepruvHa peakuus cjie] KOHCyMalusl Ha ,,JapoBe OT
Mopeto”

AJepruyHuTe peaklud KbM MOPCKH MPOJAYKTH ca I OT XpaHUTeNHara aneprus. B
MeAMIIMHCKATa JIMTepaTypa Te ca MpUI0OUIN MOMYISIPHOCT KAaTo aleprus KbM ,,1apoBe
Ha MopeTo”. Makap U M3BECTHHU, T€ HE Ca HAIBJIHO MPOYYEHHU U TSIXHATa YECTOTA HE €
yrouneHa. [Ipu mpeobianaBamust Opoil cboOLIEHH B JMTEpaTypara ciaydau ajareprusita
KbM T€3M NPOAYKTU c€ MaHH(ecTHpa KIMHUYHO C Pa3HOOOpa3HH MpOSBU, HAH-UYECTO C
BOJCIIM CHUMIITOMH OT CTpaHa Ha €IUH OpraH WIM cHCTeMa. Bb3MOXHH ca H
KOMGI/IHI/IpaHI/I CUCTCMHHU MNPOsABHU, HO CHYCTAHUCTO OT KOXHO-JIMTABUYCH, PUHUTCH U
OOIIOTOKCUYEH CHHIPOMHU Clie[] KOHCyMallds Ha MOPCKH JapoBEe € PSAKO CpelaHo
sBiaeHue. ETo 3amo cuurtame, 4ye MNPENCTaBEHUST OT HAC cliyyad, KOWTO cChyueTaBa
KJIMHUYHATA W3s5iBa Ha QHTHMOHEBPOTHYEH OTOK C PUHUT, YPTUKApUi U OOIIOTOKCHUYHU

CUMIITOMH 1IIE 060rapH npeacraBara 3a TO3U TUIT AJICPTHUYHU PCAKIHHU.

A rare case of systemic allergic reaction after seafood consumption

Allergic reactions to seafood are part of food allergy. In medical literature they are
popular by the name of allergy to “fruits de la mer” (seafood). Although they are
common, they have not been studied thoroughly and their incidence has not been
estbalished yet. Most of the mentioned in literarure cases of allergy to these products are
clinically manifsted by various presentations, most commonly the leading symptoms
involve one organ or system. Combined systemic presentation is also possible but the
combination of skin and mucous membrane involvement along with rhino-syndrome and
systemic toxis syndrome after consumption of fruits de la mer is a rare phenomenon. This
is why we reckon that the presented by us case, which combines the clinical
manifestation of angioneurotic oedema with rhinitis, urticarial and systemic toxic
symptoms will enrich and further clarify the understanding of this type of alergic

reactions.
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67. | 2016 XpucroBa E, Atanacos U, /lynynosa B, Jleaurepona I', Kocragunos K,
Hckpos I', Credanos P. KauectBo Ha sxuBoT B FOro3amnanaeH peruos —
MPEeIBAPUTEIIHU PE3YITATH IO MOJI U BB3PACT OT PENPE3eHTATUBHO
npoyuBane ¢ EQ-5D. Hayka u mnagoct. COOpHUK Hay9HH CHOOIICHHS OT
KOHKYpCcHa cecusi, MeauuuHcku yausepcuret — [1nosnus, 2016: 179-82.

KadectBo Ha :xuBoT B FOrozanajges peruon — npeaBapuTeJHH Pe3yaTaTH MO MOJ H
Bb3PACT OT penpe3eHTaTUBHO npoyusane ¢ EQ-5D

Bwrpocaukbstr EQ-5D Ha EuroQol Foundation e Hail-mupoko M3MOJI3BaHUAT IeHEpUUEH
WHCTPYMEHT 32 W3MEpBaHE M OIICHKAa Ha KayecTBO Ha YKUBOT, CBBP3aHO CHC 3PABETO.
[TormynanoHHUTE HOPMH 33 KQ4eCTBO Ha JKUBOT Ca BKEH WHAWKATOP MPH aHAIH3HpaHE
Ha 37paBHUTE PE3YJITATH H IMOJI3U, ONPEEIITHE Ha COIMATHO-UKOHOMUYECKaTa TeXECT OT
naneHo 3a00JisiBaHe M W3BBPIIBAHE HA CPABHEHHS MEXKIY PAa3IMYHU 3PABHU CHCTEMHU.
TakuBa pedepeHTHU MOKa3aTeNnu ca U3BEJCHH 3a TOJIIM OpOi CTpaHU OT LS CBST M CE€
M3II0JI3BAT aKTUBHO IPH OIICHKATa Ha 3paBHH TeXHOJIOTHH. [IpoyuBaHeTo nMma 3a 11em aa
YCTaHOBH 3a THPBU ITBT HOPMH 32 KA4ecTBO Ha JKMUBOT B bBbirapcka momynaiusi.
HacrosmaTta myOnukanus uMa 3a el Jja aHaaIu3upa | MpeICTaBu KayeCTBOTO HA KUBOT B

IOro3anazneH pernoH 1o 1noi U Be3pacT.

Quality of life in the Southwestern region — preliminary results by gender and age
from a representative study with EQ-5D

The EuroQol Foundation EQ-5D Questionnaire is the most widely used generic tool for
measuring and assessing health-related quality of life. Population quality of life norms
are an important indicator in analyzing health outcomes and benefits, determining the
socio-economic burden of a disease, and making comparisons across health systems.
Such benchmarks are derived from a large number of countries around the world and are
actively used in health technology assessment. The study aims to establish for the first
time norms of quality of life in the Bulgarian population. This publication aims to

analyze and present the quality of life in the Southwestern region by gender and age.
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68. | 2015 Hckpos I', Crehanos P. JlocTbn 10 MHOBaTUBHY JIEKAPCTBEHU TEPATTHH
Ype3 CHoJeNsIHe Ha PUCKA. 3/IpaBHA MOJUTHKA K MEHUKMBHT.
2015;15(1):20-7.

JIOCTBII 10 MHOBATHBHM JIEKAPCTBEHH TePanuy Ype3 CroJesIsiHe HA PUCKA
HaBpemeHHMAT M aJeKBaTeH JOCTHII A0 WHOBAaTHBHU JIEKAPCTBEHM TEpanmuy TpsOBa aa
Obae OanaHCcUpaH ¢ BB3MOXKHOCTUTE M OYAKBAHUATA HA OCHOBHUTE 3aCETHATH CTPaHU Ha
¢oHa Ha yBenuyaBaml ce OIO/DKETEH HATUCK. B TO3M KOHTEKCT, HapacTBam] Opoi
IBpKaBH IEMOHCTPUPAT EHTYCHAa3bM 3a OOBBp3BaHE HA PeMMOYPCHPAHETO U 3aIulallaHe
Ha JICKapCTBEHH TPOAYKTH CBhC CHOMPAHETO HA MJOMBJIHUTEIHM JOKa3aTelcTBa H
M3MEpBaHE Ha 3[[PaBHUTE PE3YIATATH U MOJI3U B PEATHUS CBST.

CrnopazyMeHusTa 3a CHOJENsSHE Ha PUCKA MPH MHOBAaTHBHUTE TEPAllMM IOCTUraT JIBE
nenu. [IppBo, Te eheKTHBHO OrpaHNYaBaT BE3MOXKHOCTTA 3a MPEPa3xo/l B 0OIIECTBEHOTO
3apaBeonasBaHe. BTopo W 1OopH THO-BaXXHO — JOBEPHETO M YIOBIETBOPEHOCTTa OT
3[paBHATa CUCTEMa 3aBHUCHT JIO TOJIsIMAa CTENEeH OT NMpPUIAraHUTE MEXaHU3MHU 32 B3€MaHe
Ha pelleHue 3a JocTel a0 JiedeHue. CropasyMeHMATa 3a CHOJENsSHE Ha pHCKa
MO3BOJISIBAT TE3U PEICHH J1a OBbIAT JOTHYHO apryMEeHTHPaH! U (GOPMUPAHH Bb3 OCHOBA
Ha Tpo3pauyeH pelq W sCHH Kpurepud. [lo TO3M HaumH 31IpaBHATa cuUcTeMa HMa
BB3MOKHOCT J]a ()yHKIIMOHMPA TO-CIIPABEJIMBO U B ChIVIACHE C OOIIECTBEHUTE HATJIACH.
CpOupaHuTe HOBU €MUIEMHOJIOTUYHU, KIMHUYHA U UKOHOMHYECKH JIaHHH OT peajHaTa
NpakTHKa OWXa TapaHTUpaIM, Y€ HaNpaBeHWTE pa3XoAW 3a 3/paBeola3BaHe ca
reHepUPAIM MaKCHMAITHH 110 KOJIMYECTBO M KA4ECTBO 31PABHU MOJ3H. 3PaBHUTE BIACTH
Ouxa mMOBMIIWIM €(EeKTUBHOCTTAa M JBIATOCpOYHATa (MHAHCOBA YCTOWYHMBOCT Ha

cucreéMara Ha OGH.ICCTBCHOTO 3ApaBCOIIa3BaHeC.

Access to innovative medicinal therapies through risk-sharing agreements

Timely access to innovative medicinal therapies should be balanced against the resources
and expectations of key stakeholders amid growing fiscal pressure. In this context, an
increasing number of countries demonstrate enthusiasm for linking payment and
reimbursement of medicinal products to the collection of additional evidence and

measuring real-world health outcomes and benefits.
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Risk-sharing agreements for innovative therapies achieve two objectives. First, they
efficiently limit the possibility of overspending within the health care system. Second and
even more important — trust and satisfaction with the public health depend largely on the
decision-making mechanisms for access to treatment. Risk-sharing agreements allow
these decisions to be justified and formed on the basis of transparent procedures and clear
criteria. Thus, public health is able to function fairly and in accordance with societal
attitudes. Collection of new, real-world epidemiological, clinical and economic data
would ensure that the health costs incurred have generated the greatest possible amount
of health benefits. Health authorities would increase the effectiveness and long-term

financial sustainability of the health system.
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69. | 2014 Taruscio D, Morciano C, Laricchiuta P, Mincarone P, Palazzo F, Leo
CG, Sabina S, Guarino R, Auld J, Sejersen T, Gavhed D, Ritchie K,
Hilton Boon M, Manson J, Kanavos PG, Nicod E, Tordrup D, Angelis A,
Le Cam Y, Ensini M, Senecat J, Filippini G, Minozzi S, Del Giovane C,
Schiinemann H, Meerpohl JJ, Prediger B, Schell L, Stefanov R, Iskrov
G, Miteva-Katrandzhieva T, Serrano-Aguilar P, Perestelo-Perez L,
Trujillo-Martin MM, Pérez-Ramos J, Rivero-Santana A, Brand A, Lal J,
van Kranen H, Bushby K, Atalaia A, Ramet J, Siderius L, Posada M,
Abaitua-Borda I, Alonso Ferreira V, Manuel Hens-Pérez M. RARE-
Bestpractices: a platform for sharing best practices for the management
of rare diseases. Rare Dis Orphan Drugs. 2014;(1):5-9.

RARE-Bestpractices: miargopma 3a cnoaejsiHe Ha [J00pM NPAKTUKH TNPH
MEHWIKMbHTA HA PeIKU 3a00/151BAHUA

IIpe3 nocnennoro necermnerne EC xoopauHupa cepus OT AEHCTBHUS, HACOUEHU KbM
pa3iMYHM acleKTH Ha PEeAKUTe 3a0oMsBaHus, W (UHAHCUpPA PEAWIla TPAHCTPAHUYHU
HayuyHou3cienoBaresicku npoektu. Hackopo EC moctaBu HavalioTo Ha HaW-roJjiiMara
CbBMECTHAa HWHHUIMATHBA 3a MEXAYHApOAHO CHTPYJHUYECTBO 3a peAKU Oojectu —
MexayHapoIHUSAT KOHCOPIIMYM 3a Hay4yHH u3cienBanus Ha peaku 6onectu (IRDiRC).
RARE-Bestpractices e enun ot Hax or 100 CbBMECTHHM M3CIEIOBATEICKH MPOEKTa 32
penxu Oonecty, punancupanu no Ceamara paMKoOBa Iporpama 3a HayYHH H3CIIeABaHUS
1 TEXHOJOTWYHO pa3BuTHe. KaTo mmpoka, oTBopeHa W mpuooOmaBama Mpexa, RARE-
Bestpractices 11e HaArpaau 3HaHHUATAa HA €KCHEPTHTE B 00JacTTa Ha peAKH OOJIECTH IO
OTHOILIEHHE pa3pabOTBaHETO Ha JOOpHM KIMHUYHM MPAKTUKH. [IpoeKThT uenu
M3TPaXKIaHETO Ha MmIaTdopmMa 3a chOupane U 0OMEH Ha T00pH MPAKTHKH 33 MEHHDKMBHT
Ha pelaKu 3a0oJsiBaHUS; UACHTU(PHUIMpPAHE HAa HAYYHOU3CIIEJOBATEICKH MOTPEOHOCTH;
HacbpuaBaHe Ha pa3pabOoTBaHE HACOKM 3a YIpaBleHHE Ha KauyecTBOTO; H
TpancopMHUpaHe HAa HA TAIMEHTH, MEIWIIMHCKU CICIHATUCTH ¥ 3APaBHU BIACTH B

uHGOpPMHUpPAHH TOTPEOUTEITH.

RARE-Bestpractices: a platform for sharing best practices for the management of
rare diseases

Over the last decade the European Union (EU) has been coordinating actions addressing
various aspects of rare diseases and has funded several cross-border research projects.

Recently the EU has initiated the biggest rare disease international collaborative effort by
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launching the International Rare Diseases Research Consortium (IRDiRC). RARE-
Bestpractices is one of the more than 100 collaborative research projects on rare diseases
funded under the Seventh Framework Programme for Research and Technological
Development (FP7/2007-2013). As a wide, open and inclusive network, RARE-
Bestpractices will build on the knowledge of the experts in rare disease research area and
experts in guideline development and health technology assessment area, brought
together, for the first time, from academic institutions, agencies, organizations, patient
advocacy groups, governmental bodies. The project aims at building a platform to collect
and exchange information on best practices for the management of rare diseases; to
identify relevant research needs; to promote the development of high quality guidelines;
and to contribute in making patients, health professionals and policy makers “informed
guideline users”. Besides, RARE-Bestpractices will intend to define the extent to which
conclusions from cost-effectiveness analyses for pharmaceuticals are accounted for and

implemented in guidelines across a range of countries.
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70. | 2014 Hristova E, Iskrov G, Stefanov R. New horizons for centres of expertise
for rare diseases in Bulgaria. Rare Dis Orphan Drugs 2014, 1 (4): 116-20.

HoBu XOpH30HTH 32 eKCIIEPTHUTE LIEHTPOBe 3a peakH 0osecTH B bbiarapus

Bbwanrapus 6eme BropaTta nbpxkaBa-awieHka Ha EC u mbpBaTa M3TOUHOEBpOIIEHCKA CTpaHa,
npuena oduIMaieH HaIMOHAJICH IUlaH 3a peaku Oomectm mpe3 2008 r. Exmn ot
OCHOBHUTE IPUOPUTETU B HEro O€ NMPOBEXJAHETO Ha IPOYy4YBAHE MPHIIOKUMOCTTA HA
pedepeHTHUTE LIEHTPOBE 3a peiku 0oJiecTu B cTpaHata. DuHaAHCHPAHETO Ha IUIaHa obaye
0e CHJIHO pelyLHpaHo B MOCIEACTBUE U Ta3u JIEHHOCT Taka U He O0e ochuiecTBeHa. Cien
IIpUEMaHeTo Ha JlMpeKkTuBara 3a IpaBaTa Ha MAlUEHTUTE IPU TPAHCTPAHUYHO 3IPABHO
obcmyxBane npe3 2011 r., ObaTapcKkuTe 31paBHU BiIacTH odunmanHo npuexa mnpes3 2014
r. Hapen6a Ne 16 3a peructpanusara 3a ycloBHATa U pela 32 PETUCTUPAHE HA PEIKUTE
3a00JIsIBaHUS M 33 EKCIIEPTHUTE IIEHTPOBE U peepEeHTHU MPEXHU 32 PEIKU 3a00IIIBAaHHSL.
Ta3u cratusa nma 3a 1en Ja Npoydu pa3BUTHETO Ha ObJrapckara 3[paBHa IOJUTHKA 110
OTHOILICHHE O0003HAUaBaHETO HAa EKCIEPTHU LEHTPOBE 3a pelku OojecTu. AHaIU3BT
u3ACHABA CTpyKTypaTa Ha Kommucusra mo peaxu Oonectu, paspaborBanero Ha Cnucbhka
Ha penkure OoyiecTH, 00O3HAYaBAHETO Ha EKCIEPTHU ILIEHTPOBE M CbH3/1aBAaHETO Ha

Hanwmonanen peructsp 3a peaku Oonectu B brirapus.

New horizons for centres of expertise for rare diseases in Bulgaria

Bulgaria was the second EU Member State and the first Eastern European country to
adopt an official national plan for rare diseases in 2008. One of the plan’s main priorities
was to conduct a study on feasibility of reference centres for rare diseases in the country.
The plan’s funding was, however, greatly disrupted and this activity was never
implemented. Following the adoption of the EU Directive on the application of patients’
rights in cross-border healthcare in 2011, Bulgarian health authorities started re-
examining rare diseases national policy and formally adopted in 2014 a Ministerial
Ordinance No.16 on the conditions and procedures for registration of rare diseases and
designation of centres of expertise and reference networks for rare diseases. This article
aims to explore the evolution of the Bulgarian public health policy and practice on
designating centres of expertise for rare diseases. The analysis explains the structure of

the Commission on Rare Diseases, the development of the List of Rare Diseases, the

122




PesroMera Ha npeacraBenute myommkanyu, ['eopru Mckpos, 2019 1.

designation of Centres of Expertise and the establishment of the National Registry for

Rare Diseases in Bulgaria.
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71. | 2014 Hckpos I', Creanos P. Ilpar 3a pazxoaHa eheKTUBHOCT PU
pPEenMOYpPCHHTE PEUIeHUs] — TEOPETUYHA KOHIEIIIHS M TPAKTHUECKH
npeau3BUKaTeNCTBa 3a brirapus. 3apaBHa HKOHOMUKA M MEHUKMBHT.

2014;53(3):11-6.

IIpar 3a pa3xoaHa e(eKTHMBHOCT NPH PeMMOYPCHHUTE pelleHHs] — TeopeTHYHa
KOHIENMIUA ¥ NPAKTHYECKHU NMpeAU3BUKATeICTBA 32 Bbarapus

KonnenmusTa 3a npar Ha pa3xoHa e(peKTUBHOCT C€ OTHACS JIO PABHUIIIETO HA Pa3XOJIUTE
U pe3ynTaTHTe, KOWTO JaJeHa 3[paBHAa TEXHOJOrUs TpsOBa Na MOCTUTHE, 3a Aa Obie
M3MO0J3BAaHETO W MPUEMIIMBO OT TJIe[IHA TOYKA LIEJTUTE Ha 3ApaBHaTa cucrema. B penuna
CTpPaHH CHOTHOIIECHUE HA Pa3XxOJUTE U PE3YyJATATUTE € BAXKEH OPUEHTHUDP IPH OLICHSIBaHE
Ha 3[paBHU TEXHOJOTUU M B3€MaHE Ha pEIIeHHE 3a TAXHOTO 3aIljiallaHe C IMyOJIUYHU
cpeactBa. To3uM HWHCTpYMEHT ce acouudpa C IMO-TojisiMa  MPO3PAvyHOCT H
MOCIIEIOBATETHOCT HA PEIICHUATA, HO CHINO TaKa MOpa)/a OMaceHus 3a mpeHeOpersaHe
Ha 3]JpaBHUTE TOTPEOHOCTH Ha ySI3BUMU TPYIIH OT HACEICHUETO.

bearapus nmMa HEOOXOAMMOCT OT OTKPUT Ae0aT 3a posisiTa Ha OIEHKAaTa Ha 3JpaBHU
TEXHOJIOTUHM U B MO-IIUPOK aCMEKT — BbPXY KAaKBU KPUTEPHUH clieBa Ja ObJaT B3eMaHU
pelieHusTa 3a peuMOypcupaHe Ha 3ApaBHU TeXHOJOTHH. DOKYCHpPAaHETO BHPXY €IUH-
€AMHCTBEH KPUTEPUN MPU T€3U PEUICHUSI BOJU 10 MapTHHAIM3AIUS HA BCUYKUA OCTaHAIU
ChOOpaXkeHHsI U B KpailiHa cMeTKa J0 Hee(eKTUBHHU YIpaBieHCKH pemieHus. OT npyra
CTpaHa, NMpUJIaraHeTO Ha UKOHOMMYECKU aHaJIM3U 3a OLEHKA Ha 3/IpaBHU TEXHOJIOTUU CE

00e3CMHCIIs, aKo HAMa O(DUIIHAIHU KPUTEPUH 32 Pa3X0oaHa €PeKTHBHOCT.

Cost-effectiveness threshold in reimbursement decision-making — theoretical
concept and practical challenges for Bulgaria

The concept of applying a cost-effectiveness threshold refers to the level of costs and
outcomes that a health technology must achieve, so its use could be justified from a
health system perspective. The cost-effectiveness ratio is an important indicator in health
technology assessment and reimbursement decision-making in many countries. This tool
is associated with greater transparency and consistency of decisions, but also raises

concerns about neglecting the health needs of vulnerable groups.
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Bulgaria has a need for an open debate on the role of health technology assessment and in
a broader sense — on what criteria reimbursement decisions should be made on. Focusing
on a single criterion leads to marginalisation of all other considerations and ultimately
ineffective health policy decisions. On the other hand, the application of economic
analyses in health technology assessment is meaningless if there are no formal cost-

effectiveness criteria.
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72. | 2014 Hckpos I', Credanos P. Onienka Ha HTHOBATUBHU 3[paBHU TEXHOJIOTHH
3a OHKOJIOTMYHHM U peaku 3a0omnsBanus. Hayka dapmakomorus.
2014;5(2):13-9.

OneHka HAa WHOBATHBHU 3[PABHM TEXHOJIOTHM 32 OHKOJOIMYHM U peAKH
3a0o0nIBaHMSA

Konuenmusta 3a omnenka Ha 3apaBHuTe TexHosoruu (Health technology assessment,
HTA) cbuiectByBa Bede HSAKOJKO JECETWIETHS, HO UMEHHO MKOHOMMYECKaTa KpH3a U
(buCKaTHUAT HATUCK ca MPUYMHATA 32 MOBUIICHUS UHTEPEC KbM TO3U UHCTPYMEHTApUYM.
[Ipunaranero Ha HTA mo3BoisiBa Ha 3ApaBHUTE BIACTH Ja OajaHCHUpaT MEXIY
KIMHUYHYM, MKOHOMHUYECKHM, COLMAJIHM, €THUYHU U JPYI'H CbOOpaKeHUs IpH
M3pa3x0/IBAHETO Ha MyOIMYHH CPEJICTBA 3a 3[paBeOIa3BaHe.

Hacrosmara ny6nukanuss mma 3a 1eln Ja HampaBd 0030p Ha aKTyallHaTa pamKa 3a
npuiarane Ha HTA mo oTHomieHne Ha MHOBAaTUBHUTE MEAMKAMEHTH 32 OHKOJIOTHYHU U
penku 3abonsBanus. [IpoyuBanero ce ¢okycupa BbpXy pojsiTa U 3HAUEHUETO Ha J(BaTa
Bozjemu kputepuss 3a HTA — kiIuHMYHaTa W MKOHOMHYECKaTa €(QEeKTHMBHOCT Ha
CbOTBETHATa 3[paBHA TEXHOJOTHUA. AHaIM3bT 00001IaBa HaW-4ecTO CpellaHHuTe
MPaKTUYECKH NpoOJieMU IPH YCTAaHOBSBAHETO U OICHSIBAHETO Ha KJIMHUYHATA U
MKOHOMHYECKaTa €(peKTUBHOCT HA MHOBATUBHUTE TEXHOJOIMU 32 OHKOJIOTHYHU U PEAKH
3a00JsIBaHMsA, KAaKTO U TMPEACTaBs 100pHUTe MPAKTUKHU 32 TAXHOTO MPEOJIOJIIBAHE.
VYCTaHOBSIBAaHETO Ha SICHU M MPO3pAayHM KPUTEPUHU 3a OLEHSBAaHE M BKIIOUBAHE Ha
WHOBATUBHUTE 3PaBHU TEXHOJOTUH 32 OHKOJIOTMYHU U PEeAKH 3a00JsiBaHUs B oOXBaTa
Ha OOIIECTBEHOTO 3/paBe € OT KJIIOUOBO 3HAYCHME 33 TapaHTHpaHE HAa yCTOMYMBOCT B
3apaBHaTa cdepa, HO M 3a OTrOBapsHE Ha 3APAaBHUTE MOTPEOHOCTH HA TE3H TPYIH
nanueHTH. [logxoan KaTo enuaeMHOIOTHYHNATE PETUCTPHU, CIIOPAa3yMEHUATA 3a CIIOAEIEH
PHUCK, CXEMUTE 32 YIpPaBIiieM JOCTHII U APYTU CIOMAaraT 3a HaTPYINBaHETO HAa KPUTHYHA
Maca ONMMUT M JO0Ka3aTeJICTBA, KOUTO Ja pPalMOHATU3UpaAT MPOLECUTEe Ha OICHSIBaHE U

B3€MaHe Ha peUMOYpPCHH peIleHHs.
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Assessment and appraisal of innovative health technologies for cancer and rare
diseases

The concept of health technology assessment (HTA) has existed for several decades,
however, the economic crisis and fiscal pressure are the reason for the increased interest
in this inventory. The implementation of HTA allows regulators to balance clinical,
economic, social, ethical and other considerations when making decisions on public
health spending.

This publication aims to provide an overview of the current HTA framework for
assessment and appraisal of innovative cancer and rare disease therapies. The study is
focusing on the role and impact of the two principal HTA criteria — clinical and cost
effectiveness of the health technology in question. The analysis summarises the most
common practical problems in assessing and appraising the clinical and cost effectiveness
of innovative technologies for cancer and rare diseases, and presents the best practices to
address them.

Establishing clear, transparent and consistent criteria for evaluation and application of
innovative health technologies for cancer and rare diseases within the scope of public
health is the key to ensure sustainability of health system, but also to meet the health
needs of these patients. Practical tools such as epidemiological registers, risk-sharing
agreements, and managed access schemes help to generate a critical amount of

experience and evidence to streamline the process of assessment and appraisal.
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73. | 2014 MureBa-Katpanmxuesa L, Mckpos I', Credanos. Enuaemuonoruanu
peructpu 3a peaku 6onectu B beirapus. B: [lera Hanimonanna
KOH(epeHIM 32 peKu 00JIECTH U JIEKapCTBa CUpaly — COOPHUK C
nocrepu u npesentauuu. [nopaus, 2014:125-32.

EnunageMunosornynu perucTpu 3a peaku 6ojiectu B bhiarapus

[Ipenmer Ha HacToOALIMA 0030p ca EMHAEMHOJOTMYHH PETHCTPHU 32 PEIKH OOJecTH B
bearapus. O630pbT He pa3riex/ia U He BKIOYBA KIMHUYHUTE PETUCTPH, MOAAbPKAHU B
nedyeOHUTE 3aBeneHus. Llenta Ha mpoyyBaHeTO € Ja Jaje akTyanHa HHbopMaius 3a
€IUIEMUOJIOTMYHUTE PErMCTPHU 32 PENKH OOJIECTH y HAC 4pe3: ONHMCAHUE HAa OCHOBHUTE
XapeKTepUCTUKU Ha TO3M BHJ; MPEACTAaBSIHE Ha EBPONEHCKUTE WU MEXAYHApOIHU
NPEenopbK U HACOKM B Ta3W 00JACT; pe3loOMHpaHe Ha HalW4YHAaTa HHPOpMAIUs 3a

00xBaTa Ha CHIIECTBYBAIIUTE PETUCTPH 3a PEIKH OOJIECTH Y HAC.

Epidemiological registries for rare diseases in Bulgaria

The subject of this review is epidemiological registries for rare diseases in Bulgaria. The
review does not consider and does not include clinical record databases maintained in the
healthcare facilities. The purpose of the study is to provide up-to-date information on
epidemiological registries for rare diseases in Bulgaria through: description of the main
characteristics of this tool; presentation of European and international recommendations
and guidelines in this field; summary of the available information on the scope of the

existing registries for rare diseases in Bulgaria.
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74. | 2013 Hckpos I', Cumeonona P, Kybaresa M, MureBa-Karpanmkuesa 11,
UYepnena C, Creanos P. CkpuHUHT Ha cirydan Ha XemaTtut B cpen
BHCOKOPHCKOBO HaceJeHue B Tpu o0muHu Ha CmonsiHcka o0nact. Hayka
WNudexronorus u [apasuronorus 2013, 1:25-29.

CKpHHMHTI HA CJIyYad Ha XenaTUuT B cpex BUCOKOPHCKOBO HaceleHHe B TPH O0LIMHU
Ha CmonsiHcKa olJacT

Benpekn HeocmopuMusi HanpeAabK B IPEBEHLUATA, JWArHOCTUKATa, JIEYEHUETO U
npocnensBanero, xematut B (XbB) ocraBa emHO OT Hal-TeXKUTE WHQOEKIIMO3HU
3a00JsiBaHMA W BOJEINAa NpPUYMHA 32 4YepHOApoOHa mnartojorus. OCHOBHaA 1€l Ha
MIPOBEICHOTO MPOYYBAHE € M3CJICABAHE HA BUCOKOPUCKOBU Irpymnu oT CMOJISIHCKA 00acT
U OLEHKa Ha IPEeBEHIMATAa Ha TOBAa COLMAIHO 3HAYMMO 3a00JIiBaHE B pErHOHA.
[Tonmyyenure  pe3ynraTy  M3rpakAaT  COLMANHO-AeMorpapckd  mpopuia  Ha
BUCOKOpHUCKOBUTEe 3a Xb rpymu, nombiaHeH ¢ uHpopmanus 3a Xb mpeaucrno3urus
(mammume Ha Xb uHpexkuus, koHTakr ¢ Xb OoiHHM, MpekapaHa XOCHHTANIM3ALUS 32
XEMaTUTHO 3a00JsBaHe, MMYHM3alMs WIN TNPETHPISIHO KPbBOIPEIMBAHE, CEKCYaTHO
noBenenue). [IpoyuBanero KoHcTaTupa 1O00p0 HHUBO Ha NpOodUIAKTHKA U TPaBU
NPENOpPBKU 32 HEHHOTO mojoOpsiBaHe. Yectara M pyTMHHA EKCIO3UIMS HAa KPbB WIH
cepyM e obm Oerner 3a romsMa yact or Xb puckoBute rpynu. TpsOBa ma Owpaar
MOJIOKEHW YCWIUS U Ipu paboTaTa ¢ MEIUIMHCKUTE CHELUATUCTH, KOHTAaKTHUTE B
ceMeiiHa cpefla U POMCKOTO HacesleHHe. 3a LIeTa 3/[paBHUTE OpPraHM CIe/Ba Jja ThPCAT
MO-IIMPOKA IMOJAKpPENa B JIMLETO Ha MECTHATa BJIAacT, 0Opa30BaTEIHUTE U COLMAJIHUTE
MHCTUTYLMHU. TpaHCTPaHMYHOTO M MEXIYPErHOHAIHO CHTPYJHUYECTBO C€a CHIIO

e(heKTUBEH CIoCco0 3a peIraBaHeTo Ha TE€3H MPOOJIEMH.

Screening of hepatitis B among high-risk population in three municipalities of
Smolyan region

Despite the undeniable progress in the prevention, diagnosis, treatment and follow-up,
hepatitis B (HB) remains one of the most severe infectious diseases and a leading cause
of liver pathology. The main objective of this study is to screen high-risk population
groups in Smolyan region and to evaluate the level of prevention of this socially

significant disease in that particular geographical area. The results help to establish socio-
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demographic profile of HB high-risk groups, supported with HB predisposition
information (presence of HB infection, contact with HB patients, hospitalization for
hepatic disease, immunization, blood transfusion, sexual behavior). The study finds a
good level of prevention and makes recommendations for improvement. Frequent and
routine exposure to blood or serum is a common feature for most of the HB-risk groups.
Specific efforts and work should be done with medical professionals, persons from HB
family contact environment and Roma population. For this purpose, health authorities
should seek broader support from local government, educational and social institutions.
Cross-border and interregional cooperation are also an effective way to solve these

problems.
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75. | 2013 Hckpos I', Cumeonosa P, Kybarera M, MuteBa-Karpanmkuesa 11,
Uepnea C, Creanos P. CkpuHUHT Ha Cirydan Ha TyOEpKyIi03a cpej
BHCOKOPHCKOBO HacelieHHe B Tpu o0muHN Ha CMmosstHcka o0nact. Hayka
[Tynmonorusa 2013, 1:19-25.

CKpUMHHMHI Ha CJIy4Yad Ha TY0epKyJjio3a cpel BHCOKOPHCKOBO HacejieHHe B TpPH
o0mmuu Ha CMoJITHCKA 00J1acT

Borpekn HeocnmopuMusi HamnpeabK B TNPEBEHLUATA, IUATHOCTHKATA, JICYCHHUETO H
npocnensBanero, Tyoepkyno3ata (Th) octaBa egHO OT Ha-TeKKHTE 3a00JSIBaHUS W
BoOJIeIIa MpUYMHA 3a O6enoapooHa nmaronorus. OCHOBHA 1€ Ha MTPOBECHOTO MPOYYBAHE €
U3CIieIBaHEe HA BUCOKOPHUCKOBH Tpymu OT CMOJSIHCKA 00JIaCT U OlLlIEHKA Ha MPEBEHIIUATA
Ha TOBA COIMAJIHO 3HAYMMO 3a0ojsiBaHe B peruoHa. [lomydeHuTe pe3yiaTatu U3rpaxkaat
couuaigHo-aeMorpadcku mpodusn Ha BHCOKOpHCKOBHTE 3a Th rpymnu, TOMBIHEH CbhC
cneunpuyna uHpopmanus 3a Th mpenucnosunms. IlpoyuBanero koHcTaTtupa 100po
HUBO Ha IBPBUYHA WM BTOPHYHA MNPO(HIAKTHKA W TPaBH NPEMOPBKH 3a HEHHOTO
nogoOpsBane. KoHTakT ¢ akTMBHO WH(MEKTUpPaHH W OTCIa0eHa WMyHHA CHCTEMa ca
KIII0o4oB Oener 3a uaeHtudunupane Ha Th puckoBure rpynu. HeoOxommmo e ma ce
MPOJIBIDKHU yCIIENTHATa padoTa ¢ MOAPACTBAIINTE W J1a C€ MPOIMAraHaupa 3IPaBOCIOBEH
HAYWMH Ha )KHUBOT Cpel TAX. POMCKOTO HaceleHHne ce ouepTaBa KaTo BUCOKOMPUOPUTETHA
rpymna 3a IeJeHaco4eHu JercTBusA 3a npeBeHuus Ha Th. 3a menra 3npaBHUTE OpraHu
clieqBa a ThPCST MO-IIMPOKa MOJAKpera B JIMIIETO HA MEeCTHaTa BJacT, 00pa30BaTEIHUTE
U COIMAITHUTE UHCTUTYIHH. TPaHCTPAaHUYHOTO U MEXKIYPETHOHATHO CHTPYAHUYECTBO Ca
ChHIIO e(PeKTUBEH CcIOCO0 3a perIaBaHeTo Ha Te3H MPOOIEMH.

KitouoBu nymu: TyOepKyio3a, CKpHHHHT, BUCOKOPHCKOBO HaceJIeHUe, MPEBEHIUs

Screening of tuberculosis among high-risk population in three municipalities of
Smolyan region

Despite the undeniable progress in the prevention, diagnosis, treatment and follow-up,
tuberculosis (TB) remains one of the most severe diseases and a leading cause of
pulmonary pathology. The main objective of this study is to screen high-risk population
groups in Smolyan region and to evaluate the level of prevention of this socially

significant disease in that particular geographical area. The results help to establish socio-
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demographic profile of TB high-risk groups, supported with TB predisposition
information. The study finds a good level of prevention and makes recommendations for
improvement. The active work with infected and persons with weakened immune system
is a key feature to identify TB risk groups. It is necessary to continue the successful work
with young people and to promote healthy lifestyle among them. Roma population
emerges as a high priority group for targeted interventions to prevent TB. For this
purpose, health authorities should seek broader support from local government,
educational and social institutions. Cross-border and interregional cooperation are also an

effective way to solve these problems.
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76. | 2012 MureBa-Katpanmxuesa L, Mckpos I', Credanos. Enuaemuonoruanu
peructpu 3a peaku 6onectu B beirapus. B: Tpera Harmonanna
KOH(epeHIM 32 peKu 00JIECTH U JIEKapCTBa CUpaly — COOPHUK C
rnocrepu u npesentauuu. [nopaus, 2012:127-32.

EnunaeMuo1oru4yHyu perucTpu 3a peaku 6ojiectu B bbiarapus

[Ipenmer Ha HacToOALIMA 0030p ca EMHAEMHOJOTMYHH PETHCTPHU 32 PEIKH OOJecTH B
bearapus. O030pbT HE pasriiexJa U HE BKIIOYBA KIMHUYHUTE PETHCTPH, TOATbPKAaHH B
neyeOHMTE 3aBeneHMs. llenta Ha mpoyuBaHeTo € Aa JMaje akTyanHa WHGOpMaus 3a
eMUIEMHOJIOTUYHUTE PETHCTPU 32 PelKU OOJECTH y HAac 4Ype3: ONMHCAHUE Ha OCHOBHHTE
XapEKTEPUCTUKH HA TO3W BUJ 0a3u JaHHM (L€ U 33Ja4H, MOJI3U U 100aBeHa CTOHHOCT,
KJIIOUOBH (paKTOPH NP IUIAHUPAHETO, CTAPTHPAHETO M YIPABIECHHUETO); MIPECTaBsIHE Ha
eBpOICHCKUTE M MEXKIyHApOJHH MPENOPbKHA W HACOKHM B Ta3W OOJIACT; pe3rOMHpaHe Ha
HaJIMYHATa WHpopManus 3a 00XBaTa Ha CHIIECTBYBAIIMTE PETUCTPH 33 PEAKH OOIECTH y

Hac.

Epidemiological registries for rare diseases in Bulgaria

The subject of this review is epidemiological registries for rare diseases in Bulgaria. The
review does not consider and does not include clinical record databases maintained in the
healthcare facilities. The purpose of the study is to provide up-to-date information on
epidemiological registries for rare diseases in Bulgaria through: description of the main
characteristics of this type of databases (aims and tasks, benefits and added value, key
factors in planning, implementation and management); presentation of European and
international recommendations and guidelines in this field; summary of the available

information on the scope of the existing registries for rare diseases in Bulgaria.
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V1. CIIMCBK HA IIYBJIMKYBAHMU I''TABH OT KOJIEKTUBHHA
MOHOI'PA®UHN

Ne | 'ogmHa Iy6oaukanus

77. | 2015 Taruscio D, Gentile AE, De Santis M, Ferrelli R, Frazzica RG, Iskrov
G, Stefanov R. National Plans on Rare Diseases. In: Rare Diseases:

Integrative PPPM Approach as the Medicine of the Future. Ozgiic M
(ed.). Springer Netherlands, 2015 (ISBN 978-94-017-9213-4)

Hauuonannu mjianose 3a peaku 00j1ecTu

HarmmonanuusT minad 3a penku Ooject Moke na ObAe ompenesieH KaTo oQuimaieH
MOJIMTUYECKHU JOKYMEHT, IPUET OT IPABUTEICTBOTO, ChAbPIKAI KOHKPETHA IPUOPUTETH,
Lenu, AeMcTBUs U TpaduK 3a M3MBIHEHHE U pasloarail chC crenuaneH Oropker. Tasu
CTaTHs MMa 3 IIeJT Ja OIUIIIe ChbCTOSITHUETO Ha HAIIMOHATHUTE IJIAHOBE 32 PEAKU OoJecTH
B abpkaBute-wieHkH Ha EC, cucremaTu3upaiiki KakTo OOIIM, Taka W crenuuyHu 3a
BCAKAa CTPaHa OCOOCHOCTH U MOJIXOJU. AHAIM3BT KPUTHUYHO OIEHSBA MOCTHXKEHUATA B
Ta3u o0acT, KaTo MpaBU MPENOPHKU 3a MO-HATATHUIHOTO IUIAHHWpaHe, U3IbJIHEHUE U

OIICHKA Ha HAIITMOHAJTHUTC IMOJIMTUKHA 3a PCAKHU OoiecTH.

National plans on rare diseases

A national plan for rare diseases can be defined as an official strategic public health
document, issued by the government, containing specific priorities, objectives, strategies,
actions, a timetable for implementation and a dedicated budget. This paper aims to
describe the state-of-the-art of national plans for rare diseases in EU Member States,
pointing out common as well as countryspecific features and approaches. It critically
assesses the national achievements in this field, drawing conclusions to further strengthen

the process of planning, implementing and evaluating rare disease national policies.
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78. | 2016 EneBa E, Uckpos I', CrepanoB P. JlombIHUTENHY U aNTepHATUBHU
Tepanuu Mpyu pa3CTPONCTBATa OT AYTUCTHUHHUS CIIEKTHP — HAYUHUTE
nokasaresnctsa 3a1 Tsax. B: [Tunocod B, Banos U (pen.). [leanatpuunu
aCIeKTH Ha ayTH3Ma B CBETJIMHATA HA MEAUIIMHATA Ha JI0Ka3aTeJCcTBaTa.
Jlakc Oyk, 2016; 255-68. (ISBN 978-619-189-034-7)

JIONBJIHUTETHH ¥ AJTEPHATHBHHM TEPANMH NPH Pa3CcTPOMCTBATa OT AYTHCTHYHHSA
CIEKTBhP — HAYYHHUTE JOKA3aTeJICTBA 3] TAX

PascrpoiictBara ot ayructuunus crnektbp (PAC) ca xauecTBeHM HapylIEHUS B HEPBHO-
IICUXUYHOTO Pa3BUTHE, XAPAKTEPU3UPALLU CE C JIMIICA Ha E€MOLMOHAJHA U COLMAJIHA
CBOTBETHOCT IIPY COLIMATHUTE B3aMMOJCHCTBHS, HAPYILIEHa KOMYHHUKALM U IOBTAPSIIN
ce, CTEPEOTUIIHN MOJIEIH HA IOBEJCHUE U MHTEPECH. Te ca 4acT OT reHepallu3upaHuTe
pasctpoiictBa B pa3Butruero, koa F84 mno MexnyHnaponHara cratucThUuecka
kinacudukanus Ha OOJeCTUTE M MPOOJIIEMUTE, CBBP3aHU ChC 31paBeTo, Jlecera peBH3HsL.
Hepb3mokHOCTTa 33 OBp30 W mHIHO wm3neKkyBaHe oT PAC e mpeamocraBka 3a
IpeUIaraHeTo0 Ha TOoJIAMO pa3HooOpa3ue OT TepaneBTHMYHM mnoaxoau. Hactosmoro
Npoy4YBaHe MMa 3a e Ja 0000IIM U MPEACTaBU PEe3yATaTH OT CHCTEMATUYHHU OO30pH,

aHaJTM3UpPaM e(PEeKTUBHOCTTA Ha JOITBJIHUTENIHHU U alTepHAaTUBHU Tepanuu npu PAC.

Complementary and alternative therapies for autism spectrum disorders — the
scientific evidence behind them

Autism Spectrum Disorders (ASD) represent a group of neuropsychiatric development
disorders, characterized by difficulties in social interactions, impaired communication
and repetitive, stereotyped patterns of behavior and interests. They are part of generalized
developmental disorders, code F84 of the International Statistical Classification of
Diseases and Health Problems, Tenth Revision. The inability to quickly and completely
cure ASD is a prerequisite for a wide variety of therapeutic approaches. This study aims
to summarize and present the results of systematic reviews analyzing the effectiveness of

complementary and alternative therapies in ASD.
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79. | 2014 Credanor P, Uckpos I', Brxaposa P, Tonuesa /. Peaxu reneTnyan
Oosectn — BbBeAicHUE. B: Penku reneTnunn 60secTH — 4acT mbpBa (pej.
J. Tonuesa). Codust IIpec, bparapus, 2014. (ISBN 978-619-183-012-1)

Penku reneTu4Hu 00/1€CTH — BbBeeHUE

Penkute OosiecT ca JKMBOTO3acTpallaBalld WA XPOHUYHH WHBAIUIA3UPAIIN
3a00sBaHUs ChC clabo pa3mpoCTpPaHEHHWE U BHCOKA CTEMEH Ha CIoKHOCT. ChIiIacHO
npuerara B bearapus geuHUIMS, 32 PAIKO Ce cUnuTa 3a00JIsIBaHe C Pa3NpPOCTpaHEHUE HE
nmoBede ot 5 Ha 10 000 mymu B EC. Tlo o6mia npenienka gHec chiiecTByBaT Mexay S 000
u 8 000 otnenHu peaku O6oecTd, KOUTO 3acsirat Mexay 6 u 8 % oT xopara npe3 JKuBOTa
uM. C nIpyru QymMH, BBIOPEKH UY€ PEIAKUTE OOJECTH Ce XapaKTEepH3UpaT ChC CiIado
pasmpocTpaHeHue, o0musT Opoit Ha 3acerHaTuTe OT psaka 6onect B EC e mexy 27 MiH.
u 36 miH. aymud, kato okosio 400 000 e odakBaHUAT OpOl Ha MANMEHTHTE C PEIKU
o6onectu B bearapus. IloBedero oT TAX cTpajar OT HU3KIIOYUTEIHO PIAKO CpEllaH!
3abomnsBanus, KouTo 3acsarat equd Ha 100 000 gymmw winu mo-manko. Te3u mamueHTu ca
0COOCHO M30JIMPaHH U YSI3BUMHU. Penkure Oonectn mMar cuiieH (aMWICH W COLUAJICH
XapakTep, OKa3BallKW CHINECTBEHA TEKECT HE caMO BBHPXY caMus OOJIeH, HO U BBPXY
HEroBUTE OJM3KKW W TPHITENH, KAKTO M BBPXY OOIIECTBOTO, B KOETO XHBEE, yUU W

pabotu.

Rare genetic diseases — introduction

Rare diseases are life-threatening or chronically debilitating diseases with a low
prevalence and a high level of complexity. According to the legal definition adopted in
Bulgaria, a rare disease affects not more than 5 in 10 000 in the EU. It is estimated that
between 5 000 and 8 000 distinct rare diseases exist today, affecting between 6% and 8%
of the population in the course of their lives. In other words, although rare diseases are
characterised by low prevalence for each of them, the total number of people affected by
rare diseases in the EU is between 27 and 36 million. Most of them suffer from less
frequently occurring diseases affecting one in 100 000 people or less. These patients are
particularly isolated and vulnerable. Rare diseases have a strong familial and social
character, placing a significant burden not only on the patient himself, but also on his

relatives and friends, as well as on the society in which he lives, studies and works.
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